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(57) Abstract: 

PROBLEM TO BE SOLVED: To provide a sustained 
release medlctne whicti extiibits remarkable effects as a 
reduced dose witti reduced side effects. 



(A) an angiotensin II antagonist and (B) one or more 
medicines selected from an anti-hypertensive medicine, 
an anti-hypoglycemic medicine, an anti-hyperfipemtc 
medicine, an anti-thrombotic medicine, an 
anti-climacteric medicine, and an anticancer medicine. 
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SOLUTION: This sustained release medicine comprises 
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(54) istm<o^m] mmm 



(57) iSlbl 

liB^SJ (A) 7>^*-r.>->>ll»fii^t, 

(B) iisniLEt^jiiii. ifiLiiP^Tii^ itiESiLmmm. m 



im^mi] (A) 7y^':^7->'y>\\mmt. 
(B) ^M&i^m. ftm^Tm. ^msisL&i^mm. m 

'''^Hf (I) 

\mim. 3 1 7 > r > V > 1 1 JStn;ai3J«o ^ > , 
*>7'-t;l'^'> v^U^-fc^vK 

IW^a 41 T >- r > V V 1 1 JSJSai** 2 h # V 
-1- [ [2' - (iH-r b7y-;i'-5-'f;u) If 
7x^;u-4 --f ;>(■?• ;w] ^>X^ WV-A'-l 
-i])V^'y^. 1- (->i'D'\#v;V;J-:^^v*;VjK^;i/ 
:i-^v) i.f-;p2-jih+->- 1 - [ [2- - (IH- 
xh7y-;i'-5-'f;i') \£y^-)V-4-^ A'] ^f- 
^vX'f ?^^V-;w-7-*;i'!K+y7-K>L< 
J42-ih + ->- 1- [ [2' - (2, 5-vl;Kn- 
5-:i- + V-l, 2, 4-* + -'fv7y-;l'-3-'f 

tmm. 7 > T > -> > mikmmi^ifit titi > 

;k vv y; A-ij iy^v < A'*»t>gif*t-5iii!K»-c 



(2) #^2 0 0 3-1 1 3 1 2 0 

: 2 

(tt^^S 8 1 * V AJgfiLil*^'7 An V tf > , ^ h U 

> V e > ij i v' e > i> f>Mif it-s^ti-c** 

ttt^aiO] 7>^*r>->>IE«»^3feO'JC*14J^ 
JO > K^T'f^^^-- tfffiSI|*«f7y<hij'7-h. 7r vK 

[tt^«l 21 7;i'K;'>rn>Jtt/LgSl75«;^eD/7^' h 

1 3 1 mmrmi^^ vx >; >sg!Sitgt«aSs 

141 'J >S^3clim**igKi;> 

im^m 151 ^ > X >m^i&mmi)^if 7 5 
r-^&m^a 1 3 a^oEHo 

io 171 ^ ^ >^ll?iiJ*«-t >; /N';:^ ^ V h 

"^A, 7'7>'<;^5'^>:^h';'J^A, v>/<;^5'^viJj: 
0^7 h o/N-7. 5^ ^ > * ;l' V A7|cft!fe*^c>Slf *t-5ai!» 

[tt*9l8l 7>fr7-h,^ii^J**7iy7'fr7- 

7xy7'fr';vK, '<-r7^y7-hifcJiyA 

7-f 7'nv;i.T-**W^Sl 6ie^<7)E*o 

i»*«i 91 ^a^>^mmm'=-i^') vri-jutti 

[»*«2 0l StJfil^llTWyilb/lllajSt/tli, fi^^S 

ixim<^X'i>i>m^m 1 iB^oBHo 

[tt*S2 n GPIIb/llla}gta;^:d^'7rv + vv7'T-*) 
[m^:S2 2 1 fi^^ft'N/N-'; h 

A -J. ffl*]^ 2 0 tm<r>mmo 

2 31 h n > If > Bl#|f|35^7 Ji^iffW/^ > 
2 4 1 fiiJlll/h«iS**i6»^' D e K^^l//l'* /cli 

50 2 5 1 w^mmmT^mmi)^^^ v 7 - 



(3) 



2003-113120 
_-)! 



9^-7. h 1 IB«OE§lo 

iy::l4-!-cotST-*)^K*]S2 6ffilS<7)E5ilo 
[tt^«2 8] (A) r>^:i-f>->>IUSfeL*t. 

(B) ^jtEi6j^ai> itniiT^, %m^&'(^mM. t»t 

[«^a2 9l (A) 7>^:J-r>v>IIJ£fiiSI*^* 

-r-si^Kttis^pjt. (B) jflnn^TH, 
#5«*^ «if * ;t i±z:aJil±<7)mtr t-t-^t-s. 

W^'^m\ t «r L T 5: * 1 le^O gig, 

[W^asol (A) 7>¥*r>->>ll}£Jigl^^* 
■t'&lfeiScltiiSiJt, (B) -^^MB^mM. Jlll«P^TII, 

s*Jiiiait£<ogiio 

*>>v*->m«'&#;-c*^»*a3 iffi^oBiio 

-^^•Jn-;i.KSA.^T'*>^W*S3 2fe«(7)g^, 
[ll*:«3 41 ?Lmti^';=i-;u^<oa^*;u]fc*n o 

0/0-4 0/6 0T**-5>f»*a3 3K|fe<0E^„ 
[Bf^aS 51 S-g-«:oa*2pj^^^ft74t3, 0 0 0- 

5 0, 0 0 0 T'*)^»*]« 3 2 IE«<^Eaio 

IB^as 61 )^ffl-e*;sH^]iire«<Dgaio 

71 tiSfimf«<o^is& • j6jt^jT-*-5>w* 
i»*«3 81 jsjiiiEffio^i!* • i^w^-Qhhmim. 1 

[^*]S3 91 JfilEBrt|Ett*#<0^ia • r&«^jT-** 

1 IB«<Og«o 
I«*«4 01 RSI^^O^I* • ?&jSf^J-e*4ffl|*:il 

[»*a4 1 1 %(r>^m • 1^m\'^i>hm^ 1 IBISo 

[ig$]94 2 1 li^liei^J-c<b^m^9 1 isftogn, 

[W*a4 3 1 lf*a 1 IB«<^EII?:l«ILSil«Ji;i£4t 



[000 1] 

>->>iustn:^ (ttT. fAiijsfiimj mwthm^ 

mh) (B) AifaEr&jS^. Jiili^T^. Mmns. 

[0 0 0 21 

V > 1 1 S§#:T-}Stn; L . 7 > r > v > 1 1 <?){^ffl 
$IJ1-^7>+-:i-r>v>IIJggi^l4, JgjfilE^> 'L^Ei^ 

20 i,o -u. ^mm<r>^0jzid\^^xti. mmm-kik^skm 

*o ^hK. iSfliJflligOr&jimiSV^TIi, HMG-Co 
AStcS^^ (3-hydroxy-3-methylglutaryl coenzyme 
A reductase) f&^MX^ 3 W;^T-D-;l/Oi-g-^?r^ 

JO tt, *Sv»l4WJlilEiet«l)t«jk'if{±, Sv^U-E-ft-P 
[0 0 0 31 

[ife?g**»*Lj;d t-r^nai ^^ma. Awmtm 
40 MX'i&^LtimzM.htii,mA<ox.^,inii^ ti-st 

[0 0 0 41 

L/cife*, (A) AllJSgilii:, (B) j§5lIllEj&j5lf^, 

^ti^^-^iy^x^M^mm m^ir^Mmm 
m) tLx^mz^ibxm^^izbizx^^ mKimm 
$^14, iSffl:^^^ 

50 (Ogait LT**<btt^tt®(Cfcv»T, -f-itmo*- 



(4) 
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[0 0 0 5J t^cto*»3f:||?g(i. (n (A) 7>^* 

T>'y>\mimt. (B) flsjiiEiSiSfm, ifii«PtT 
i^mm, (I) 



(I) 



i JUST-a 2 ;^ ^ — 9— ^ L T ^-g- L T 
it^^L. nlil i7tl±2^^L, iSAfi^'bUm^ 

tfzii't(r>&Xi)i>mi [1] IBISOEm, (33 7> 

;i'^>'47tti5' v-9-;i'^>-e*^B4fB ti] IBI£<^E 
m. C4] 7>^tT>v>llJSgLlSI**2-ih*v- 
1- [ [2' - (IH-r h7y-;v-5-^;W) ^7 

*;i'**vKi;t»4-?-<om-cab*irE ti] IBIfeoE^> 

;i'*^fv*;i'5K-;i'*+v) xf-;i/ 2-.xh^v-l 
- [ [2' - (iH-Th7V-;w-5-'f;i') 
-;p_4 — ^vx-f 5 7 

(6] 7>^*r>v>ll»^il**2-xf + v- 
1- [ [2' - (2, 5-vt KD-5-:^- + V-l, 
2, 4 -:i- + -tvTy-;i'-3 -'f ;U) lf7jL-;l'-4 

-'f;i'] ;<^;i'] ^yX'f s.iry-)U-7 -fj)V!^>m 

ai, i8yn7*-iS±0f7;i'K;^xn>}gtrLlll*^c>Slf 
tL*5l!»T-*>*«fE Cl] fB«<Ogil. C8] 7>^t 



<^E^> C 9 ] mm^liU > lh\ h 'J D ;u ^ f- 
7yh\ t Kn n o-f 7 v Ki5 J: O'^ K 

7-/>34-t)«ifii*«i^-c*^.frs (7) Bmmm. 
[10) *;i'v't^AjsjEn:issjS*7ADv*ev, ^vvvy 

( 7 ] iBiScoBii, ( 1 n y I' >ftt/L*A« h 

f>«if*t4«l&-e*4frlB (7] fBtt^BSl, (12) 

7- h*-e.sif*i^ii!^T-^-&BaiB (?) ib« 

OEH, (1 3) j8rn7 vn-;i/, ^ h 

*^«!rlB (7] lEISOE*. [14] 77l'KXrD>}* 
Eil^^^fcTay^^' h>T-*^«rfB (7) IBffe^Eil, 

(15) M.m'mTmii^^>x*)>^s^^mm. 
u >»mMmmifzii^ >x^) >m\x^imu ( i ) 

ffiftOEil. (16) V X -J ViiK^lsec^aii^Je^t:' 

'J ^'V*V*-«baiftl.^.SI!^T-*-i.«!tlB (1 5) fB«St<^E 
[ 1 7 ) -f > ;^ U >«-|f^1Ejt^**y ')^>i^yl 

x'hhmtz [15) iBftosai. (18) i^mmm^m 
mii^x 9 ^ y-^mn. 7 ^ 77 - h tfz\t~^^ 

>KSI»^-e*&iFfB ( 1 ) gfcoE*. %9 

V'^-hV 7A> ->>/N';^5'f->i}j:u^7 ^D/^*;^^'f■v 

*;i'v7A7K«tl*^'bSlfit*^t|-C*-5.*trlB (18) 
JO IB«0|S^> (2 0) 7>f 77-hmil»J**7:.^y7'f 

77-h, 7j:.y7'f 7*'J>K. ^-tf 7 77 - h i ;t 
l4yA7'f 7nv;l'T**'S«IIB (18) IBm<^Eil> 
[2 1) -3^>Ki§it#:**:i-t>j ho-;l/i/^li3U 
4r-<}-5>-e*-5)|trlB (1 8) ElftOliai, (2 2)giJlll 
^*<GPI lb/1 1 laJiStm, h n V tf 

via»Sifc ± irjfLjfli/j«*^ e>s»f *t'?.*!K>-e*.;&ltrlB 

( 1 ) IBIfeOE*, [ 2 3 ) GPI lb/1 1 la}tgt^**77'v 
*v-77-e*)-&ffilB (2 2) IBKOgai, (2 4) 18:^ 

^g^/^•'J >35^i/:^•^^/<';>-e*-^)^lB (22) ib« 
40 oEiH. (2 5) bn>n->ffl»^**7;u:^rhn/N*>T 
^UfB . ( 2 2 ) IBIfeOEII. (26) fitJ^ll/J^«ll*^ 
m^'Dli'Ki^l^^v4^.:<±7;^l:';>'T-*>^Bj|B (2 2) 
E«<Otiai> (27) M¥»lt«?&«R^**xx h 7 V* 

yi)-h^\ii\.:k,:i-7.\ufyxiyh-m. (l) IB«<^E 
(2 8) gL«il**GnRH73'^;^ ht;t<i7>5' 
:/x;^b-C*>-&B!rlE (1) IBftOEISI. (2 9) GnR 

IB (2 8) fB^<^Bil. (3 0) (A) 7>^*-r>v 

50 >insgL«t, (B) -^^MSL^wk. mmyvk. iais 



7 

[I) im<r)mm. [sn {a) 7>^tT> 

'y>\\mtjimi-^^tm^1tSL^t. (B) jSJUEfS 
[1]ISII<0E^, [32] (A) 7>^'tT>U>\\ 

miSimi'^^irim.^mit. (b) ^im&i&mm. 

( 1 ) iB«<ogisi, [33] ( c ) ±i^p^^mit^ V V 
-it-^l-ifrlB [ 1 ] [3 4] ^^rt^3- 

-7 - a - 1 K n + V * .-K >^*'g-ft:r'*> ^ 
mie [ 3 3 ] IB«<^B*. [3 5] a-t: Kn:^r->:*;u 

[3 4] iei£Olim, (3 6] ILKti^';3-;l.K<oa 

^*;l'Jt*n 0 0/0-4 0/6 OT-^;?>B«rffi [3 5] 

un<omm. [3 7] a-g-^ofift^iij^g-^fiTs^s, o 
0 0-5 0, 0 0 ox'i)i>mu iz 4} %m<Dmm. 

[38] ai+ffiT*-&tJfB [ 1 ] fB«OEI!l, [39] 

ussmtco^E* • r^mmx^^mi [ i ] muom 
m. [4 0] nsjfiiEiSo^K* • j^mmx'^^mm c i ] 
E«oEai> [ 4 1 ] jfiiE B fH^mmo^fi^ ■ f^mm 

-e**fl»ie ( 1 ] iE«c<Og«, [4 2] IR#|StS<O^I» 

• ?&«ifsii-c'*-&«ts [ 1 ] tm<omm. [43] 

w • ?6«^j-e*^friB [ 1 ] ti'^<7)mm. [ 4 4 ] ms 

^mmx^mtz [1] mmmm. [4 5] «rs 

mttziimo^mnm. [4 6] Miasms. iiSJlIDE 

^tifztfxo^ wriB [1] ie«oE«<o«ffl, i3±uf- 

[4 7] 7>^tT>i^>\\mM. «lOlE?&«ll. Jfll 

[0 0 0 61 *lllfl»:i3tt-&AII}t^ai*«*-r-57>^ 

* r > -> > 1 1 JStitj^ffl 1 14. mM±<^ T > T > V 

fc<4|^M-&WtcE« 7>^'t7-> V > I i Slit 

^gr-ffl'/^'btL^Ai ij^tn;ai(i--;7'^ m-e<)0^'-;7'^ K 



(5) 2 0 0 3 - 1 1 3 1 2 0 

S. . . 

tiit^^t LT(±#UIS5E^*tif<'^**^ !|$igBB5 6- 
7 1 0 7 3 ^^m. 5 6- 7 1 0 7 4 -t^Sr^. ^ 
Pg^5 7-9 8 2 7 O-i-^rffi. #||Bg5 8-l 5 7 7 6 
8-t^^^ USP4, 355. 040iJJ:l/fUSP4. 

3 4 0, 5 9 8m:imm^iitz4 ^ry-n^m^i^. t 

10 fcEP-2 5 3 3 1 0, EP-2 9 1 9 6 9, EP-3 
24377. EP-403158, WO -910027 
7, ^^BH6 3-2 3 8 6 8-f-^i#i3ia'#l3^1 -1 

1 7 8 7 6-^^^il^U|g^$il7t'f ^ ifV-S^m^W. 
ifc. USPS, 183, 899, EP-32384 
K EP-4 0 9 3 3 2i3iOf^pg^l -2 8 7 0 7 1 

ti e D - ;p . e 9 v- ;i' J3 i f 'J 

7y-;Hlil^. USP4, 880, 804. E 

P-0392317. EP-0399732, EP-0 
400835. EP-425921. EP-45913 
20 6iJJ:Of^$^¥3-6 3 2 6 4-^^i^^lcS^$tt^c^ 
5 ^^•/-;l'glit#:. EP-399731 ^ICP3/T 
$*tfc7-r'f VT'Vilil^, EP-4 0 7 3 4 2IIUK 
^^itfcf'; 5 K^-ifS*, EP-4 1 1 7 6 6tft;gg 
TT^^Mz^tV') >SI®#:. EP-4 3 0 3 0 O^lcffi 

m^i^tz^^y^f-ym^^. EF-4 3 4 0 3 s^icga 

TF^fttzf&'k^ 5 ^V-^USli!**:, EP-442473 
m:.^7^^iitz\^') X'JyV:^>mmW. EP-4 4 3 
5 6 S^tC^^^n/w^J^y tT'J KVSI^{*:. ^ibtC. 
EP-445811. EP-483683. EP-51 
30 8 0 3 3, EP-5 2 0 4 2 3. EP- 5 8 8 2 9 9. 
E P- 6 0 3 7 1 2^tcS^$it;t«353S<b'&liJ, i 

(Journal of Medicinal Chemistry. 3 9#. 3-f'. 6 

2 5 -.6 5 6 H. 1 9 9 6^) \zmW.^iiX^^h\t^ 
^a'm^^hiXic #^'^:/*f-K1407>^*T>->>llft 

^ip^f'f- Ymt^^x'$)ini. wiim^^xx<. 

•et, u^H'9> (Losartan (DuP753)) . u^n^9> 
40 :i.-fu^)\,9y (Eprosartan (SK&F10856 

6) ) . *>T'-»J-;l'^'> 'yU^-b'f-)l' (Candesartan ci 
lexetil (TCV-116)) . > (Valsartan (CGP 
-48933)) , T;^5^J•;^^ V (Tolmlsartan (BIBR27 

7) ) ^ ^A'^-*r)Uir> (Irbesartan (SR47436)) , 
■^)\'9y (Tasosartan (ANA-756)) . *;P^-9-;W:5' > 

9y. ;i•;^p«^^;^^'>^^f) mmtL<^^^hiMo 

[0 0 0 7J f^c. 7>^*r>v>lljmf^ffl*^t 
^^^/^ty^ K1ilk-&iBjt Lx\U mk.\i. ^ ( I ) 
50 Hb3l 




(I) 

t tzim'i-m 2 mTo;^'^— 1}— L-cie-& lt v»s 

wt**L, nlil */cli2 t^L, SRA li $ ^ tcflllft 
LTV^T t J: v^^fb**^ mt L < J±, fiftH** 

ii^<oiiti:b'i)miL<m^^hiii,o (i) *^ 

(1 (2) r (3) 

h>j7;i'*n> 5'>x;v*>^T5 (-NHSO2 
CFs) , (4) ')>ik&. (5) 
(6) N, S, 0Od t)«7)11ii /^li2iUJl±^-g-tf5 

[0 0 0 81 ±fELfc FN. s, o<r>o*><oimitzii 
21BiJl±*-t-tr5~7il (»*L<{±5~6M) <0»lll 

If, 




(6) 2 0 0 3 - 1 1 3 1 2 0 



70 




JO 



40 




±IB^5:«f, gJi-CH2-, -NH-, 

S (0) m-imU > = Z, > = Z' ^J:Of>= 

l±K'fb?*v-Cv^T<>J:v»^S|j!l^ S, S (0) , 
S (0)2!tfc') (»iL<»i*;v*'-;w*;tJ4^:i-5!7 

mliO. 1 i/cl±2<?)S?^^^-r. 
50 [0 0 0 9] R' •CS$tl«>«?gm«t LTJ±, ^x. 



U _ - 



C^et'. i l4-0-i/cfi-S-?r^L. j (4> = 0, 
>=S4;t{i>=S (0) m^r^L> ml4«FfBt |Bl#.i| 
t^l") -C^StL-S* (i*--C<), 2, 5-vl;Kn- 
5-:i-*V-l, 2, 4-:i-#-<J-vTV-A'-3-'f 
;K 2, 5-vl; Kn-5-^:t^V-l, 2, 4-* 
^•9->*7V-;^-3-^;^, 2, s-vtKn-s-:^- 
2, 4-f-7v7y-;w-3-'f;w. tijte 

^t^ 2, Kn-5-:J- + V-l, 2, 4-:i-* 

^J-v7y-.'l'-.3--YM Ti^ifiLv^o 
to 0 1 01 tfz. ±mmmmM^ (R' ) l4TiBtCS^ 




a' b' C 




[0 0 1 U Ri t t-CO|t'f:i->4Jgfi£L^-&«»i, 
(Ci-4) 7;i'+;i'«itJ±7v;i'^ iSM (c 

2-5) 7;i^:*/'f ^l', ^>y-( )l'fj:t') ^^irT'««$ 



(7) #^2 0 0 3-1 1 3 1 2 0 

- = IZ. 

(Ci -4) 7;V'+;L-^t LT(4, 0!lx.(f. (1) >"'n 

y>m=f-s -hD^ fisi (C1-4) 7;w+;i'. &m 

(C1-4) 7;i'3^->^f5:;|-LTV>-C'(> J;v>7x:=. 
;w3ll^v»L3filT-1Hft$nTv»T'^J:v>ftiK (C 
1-4) 7;^+;^^ ^f-fl/, b>;7x^;u>^ 

f ) . (2) iSift (C1-4) 7Ji'3+v-fii8i (C 
1-4) T^W+^m («ia^ h#v;««f-;K xh#y> 
, (3) ^-CH (R4) -0C0R5 
70 RM4 (a) tK^, ( b ) 1 - 6 <^tt«i t L 

<i±»fe^^o®8i7;i'+;v« (^^, n 

'5r if) . ( c ) ^^i^2 - 6 omii L < l4:9-fttt<r)fi 
ii7;i''^-;w^i;^^i± (d) ^mWiS - s<r>vi^ xny 

'^y-^^l'irfc-) «:^L, R5{i (a) ^#SLi-6<0E 

Sit t<<i^5-tt^co®iR7;v+;Hfe ^f-^v, 

:T>:j-'^>^^l'^:f) , (b) M^lfc 2 - 6 OESM 
t L < li^^^omL7)\^^-)\^&. ( c ) ^^3 - 

8<0vi'n7;v*;v^ (t^. >-i'n-^>^;v, v^'n^ 

(C1-4) rn^^A^. im (C1-4) 7;i'=i^v!ifc 

fc'?r >t L T T i v» 7 1 - S 14 1 7 ^ -'i'*^; t*) 
•eBei$tLyi^^85:i -3<^fi«i7;u+;u* 

JO ;i' ^-^^A/, v^'n'^4r->;i';««f-;i/^;f) . (d) Rm 
lgfc3 - 8 <0 vi' n 7;u+;nt> L < l4ft^$tLTV»T.t J: 
v^7>;-;i'* (IRI. /^ny^ii:?-, -hn, fili (C 
1-4) 7;i'+;l', ftii (Ci - 4 ) 7;W3 + vi:f?r 
WtTv>T<) J:v•»7i-;^i/cli•:^7^;^»^rir) -eg 
«l$*t7t:^^iac2-3 0<gJt7;w^r^;i'» m. 'y>i- 

5rir<07A">--;wa5*i$ot0^ir) , (e) Slfe^tt 
Tv^Tfe J:v»7';-;i'* (1^, 7i-;u, p-h'J-«', 
:^7f-/^^f<o>'^^y>;lf., ^hn, i&ft (Ci-4) 
40 7;P*;v. fiSi (C1-4) 7^V3 + v^i:'**LTV^ 
TtJ:v»7i-^Pf;tl4t7f-;PSiif) . (f) 
i: 1 - 6 (oum i>L< ii^^^nm^T n^=i^ 

^*'<>^;v^+v^rf) . (g) ^^S2-8<0 
Slft<)L<li^<i«<^ffi8l7A'^-n + ->« 7-; 
D4ry. 'f y7'xxn:t v5rf) , (h) ^^ic3-8 
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i:') . (i) Km§S3-8<0v^'^7J^+;^ m. v^' 

-hn. fliai (C1-4) 7;t'+;K fta (C 

i_4) 7;l'=':^v^:t*?:;tLTv^T'()J;v^7i-;ui 

itf<07in + ->a5t#o>{>oi?f) . (j) ^^85:3 

t J:v»7';-;v3l (F!l> -'Nnyv^^-, - ho, fl&R 

(C1-4) 7;i'+;p, fiffi (C1-4) 7;i'3^v;t 

•ceift$*t^^Kmt^2 - 3<0l:gi7>'l'^-n + v^ 

V, 7'JD#v. V7'n^j^n^v5:if<07;v^-n 
+ vS5t#o'(><7)^rt^) i/cli (k) g^^ttTv^T^) 
J:v^7'j-;l'* + v^ 7iy + v, p-::ihn7 
x/^V, •t-7> + V^^O>'>D^r'>ilT-, r:hD, ftii 
(C1-4) 7;l'+;l'> ®® (C1-4) 7^3 + v'!5: 
t'^* LT V^T 'fc i 7 X y V i /ili 1 7 h ^ v*^; 

ii.Tv»T<) iv^fiSi (C1-4) rn^^A'^ttzHT-y 

(tR), figi (C2-5) 7;i'*/'f;v, '^vV'f;!' 

m^^iix^^xfiii^^ikm (C1-.4) 7;v+;i'* («(r 

(C1-4) 7;w^;i'*J tmWj:ii<r>i)^mfhfi 

(C1-4) 74^3 + V, l^rv»t2«<^®a 
(C1-4) 7;i'*;i'-cStft$tLrv^Tt)J:v^7^ 

10 0 1 21 «ries*, r» tLx<r>m4^>iW^^L 

&iz^Coi>m (v»t>*?)-2)7'D K7 yi^) t?aboT<)J; 
<, t/.:, v7/> N-t Kn4r->3!7;W^A'f 5 
^ (-C (=N-OH) -NH2) , *^V>I4S^$JT. 
Tv>T^)<tv^ftSi (C1-4) 7;i'+;v** fcJi7v;i' 
^-C-e-n.-TitlSSI^ttfc (1) *;i'**#v;u^, (2) 
rh7'/';;i'll. (3) h'J7A'*npt5^v:^;i/*>SJ 
75 KH (-NHSO2 CFs) , (4) V>Kai> 

(5) (6) N, S, 009*><^lffl* 

^cli2«Ji)l±?r^tf5--7* (fi^iL<Ji5~6*) <0 
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[0 0 13] Ri t LTti. Sm^itTV^Ttiv^fiii 
(C1-4) 7;i'*;u (t^, ;<f-;u, hV7x-;i'P<^ 

(t^> fiia (C2-5) T)i'iJ/^)i', ^>V^r^U 

;1'*)-Si/»I4 2, Kn-5-;l- + y-l. 2, 4 

-*4r•^^v7y-;^-3-'f ;w (ifSL<l4. rhyV 

[0 0 14] mifiS:4'> XI4KSt'&7x-l'>Si:7 

^•m2i-iT<o;2>'^— if-t LTI4, 
20 m.^lkiin i;t(±2-e**2ffiog[-e*n.(fv>-f*i.-et 
J: < , 1fflSI**LTv»T<> J: v^o *ffa«j»riiiSfii»45-«r 
1 i tzii 2 X'i>i>m. (C 1 - 4 ) 7 
-CO-, -0-, -S-. -NH-, -C 

0- NH-, -O-CH2-. -S-CH2-, -CH 
= CH-^ci:'**Wbtt^o BtFE^+s aiiltfzii2 

[0 0 1 51 m^"?. WAnm^^R^ i^x^i^^hK 

tLXii. mx.i£. (1) /Nny> (tai, F, CI, Br 
30 tiif) , (2) v7y, (3) ->n, (4) 

Tv^T-^ iv^fiii (C1-4) T)\'^)i', (5) ftSi 
(C1-4) 7;U3 + ->, (6) ffim?tLTV>T>{) iv^ 

7 5 (tai, 75 y, N—SSi (Ci-4) 7;v+;i' 

75/ m, /•f-;W75/'5:if) , N, N-vfii» (C 

1- 4) 7;v+;V7 5/ (R yjt^;P7 5y^i:') , 
N-7'J-;i'7 5y y^-n^r^y^tii^) , B&Sl 

^75/ m. ^;V*'J/> e^VvV, If'^^^vV, 
N-7x^;ue^7vV!(fcf) ^f) , (7) ^-CO 
-D' [iCt, D' {4*BI«i/^ii7;i'+;i'a5i3-3i*7KK 

40 fim (C1-4) 7;U3 + ->, ftii (C2-6) 7 

^rf) , (Ci-6) 7;w3 + ->*;w*'-;i':j- + v 

^^v^rir) ^Sv^lifiiU (C3-6) v^'n7;i/3 + 
v:<;;U*'-;l.:i-#v (^g, v^' n^^+v ;l/ + A;!'** 

1-4) 7;W3+->=Sr*-t] X-mt>^iXi>&, ifcJi 
(8) ttife$ttTV»Ti{>J:u^fiiR (C1-4) 7n^^)\^ 
mtiLfzR' bLX<7)m^t>iM^L0i>^<^mi. 

50 mtLxmrn^i^tz [m^^fix^^xi>t\^^^ (c 



,_4) rn^^n^m tP]«^<)<o*Wbtvi) i>L 
<i±7v;w m. &m (C2-5) T;i':*y'f;K ^> 

»J 7 D > ;^ >K7 5 v» 

1-4) 7;i'+A' tKK^x v;p», /^n 

yv^fT-S^^^xTV^T^l iv^Sgi (C1-4) 7^1- 

[0 0 1 61 frlE^*, R2 t LTOlt'f *V«:3g«L 
9 (-/D h > t LTiSfi L 9 himW.^i^ti> 
m tLTIi. (1) xxf Ml:*?tl47 5 K 

ib$tvTv^Ti> J:v>*;v**+v;u», (2) ■fhyV; 
( 3 ) h >; 7 D ^ ^ > >K7 5 K* 

(-NHSO2CF3) (4) ';>K*, (5) Xil' 

v^TibJ:v»ftSi (C1-4) TA'^)V&\ tnWi'k^o 
(C2-5) 7;i'*y'f;i'. ^>yV;L'^t') r-ffiS? 

[0 0 171 R2 fc LT<0xXT;Hb4;tl47 5 V\t^ 

-D i^^. mt (1) 7Km^^ (2) am^it-cv^T 

()J:v>7^y (t^AJf. 7 5/, N-ftgl (Ci-4) 
7)V^}V7^/. N, N-vfiiK (C1-4) 7;i'+;u 
7 5>'5rir) i;t«4 (3) a^^tvTV^Tt i v^7;l'3 
+ v m. (i) 7;w+;wgp^***^«, am$*tTv^ 
TfeJ:v^75y m. 7XJ. N— (C1-4) 7 
;i/^/U7 5/', N, N-v*ffiJi (C1-4) 7;i'+;i'7 

(Ci-6) 7;i':3 + ->, ftgi (Ci-6) TA'^jV^ 
fiSi (C3-8) v^'D7;i'::i + v*)^vM4ffi^$ 

**y-i, 3-'y:j-*vvv-4-^;w'5ri^) t^aSi 
^tiTv^Ttiv^figi (Ci-6) 7;W34v^. i;t 
<4 (i i) ^-0-CH (R6) -0C0R7 C5S:1'. 
RM4 (a) tK^, (b) ^^?gcl-6 0il:||tL<li 
5-ett<ofijR7;u*;p^ ^^a-, j^^a^. n-y 

f ) . ( c ) MM^2 - 6 OittI t U < J455-ft^^Ol&ja 
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7)V^-)Vmitz{t (d) R^|5:3-80vi'n7;l'+ 

-f^)Vii:t) iTT^U R'li (a) ^^ai-6<^EtS 
<>L<ii^tt4R<oft8i7;i'+;i'« 

f-^l-, :T.:t^>f-;u^:f) . (b) K^©:2-60ttil 

i> L < i4^S^^c<ofi«i7;u'^-;i'», ( c ) R%m - 

()J:v^7>;-;i'* (tai, ^Nny>i^,i=-, -bn, -BSi 
(C1.-4) 7;^#;^> fiji (C1-4) 7;P34rvi 
f LT v»T t J: v» 7 i f^J4-f 7 f-^U^JSr i^) 
■ea«$itfc^5gScl -3 0fi:IR7;i'+;u* 

^l/pJ-?^;!^, v^'n's+v;p^-^;i.;if) , (d) R^ic 
3 - 8 <0 V 5^ n r ^> L < I4a^ $ tLT v^r (> i v> 
7'; -A-* (1^1, /Nny>K^, ^bn, ffi:® (c 
1-4) 7)i'^)l'. iSM. (C1-4) 7;U3^v^f«: 
20 *LTV^T<) ■tv^7i-;vi:^c;4-f 7^;uS^:t') T-fi 
m$n7tR#|!i:2-3 0lg:«i7;i'y-;p» {M. 
5A'^otf-;v, 7'n/^?^;v, 7'j;i', 'fvT'D^-;!' 
^j:t'(D7)l"y-)Vn>^W^^(r>i^i^) , (e) a«i$^^ 

•f 7^;u^co/Nny>if.^, ->D, (Cj-4) 
7;1'4^;K (C1-4) 7>l'3 + ->:fi:f Sr^LTV* 
T(>J:v»7jc^;i'i/>:l4t7f-;u^'itO . (f) 
m-6 <OitlI<) L < »4^tt4^t<7)fi«i7;l'n ^ 

JO ^^v, n-7'^4rv^ 'fVT'f + v, sec-T-f + i^, 

V. ^:^^>^)Vt^'y^j:t') , (g) ^^Sfc2-8<0 

a:ii<>L<t4«-e<^t<ote«i7;i'';r-D^v* 7-; 
o+K 'fvyx-o+i/^ir) , (h) ^?RSt3-8 

<r>'>f^u7A'^fl^*^'ym 'yifO-^>^)Vt^ 

f ) . (i) ^*?&3-8<0v^'n7;v*;v vi' 

L<tta«i$*i.Tv>rt> J:v>7'J-;i/36 >'>Dy> 
40 -hn, fia (Ci-4) 7;i'#;w. f&Si (C 

1-4) 7;W3#v^i:'^:;tLTv^Tt ±v^7i-;l't 
;tl4:^7^;u^5ji:*) T*am$*i./:;^3?ic l - 3 Ofiii 
7A'3 + v3l (t?!l, '^Vvfn^v, 7j.^f-n:^v, y 

pth^v, o^h^v. n-7'D.-K+v, 'fyT'D-if+v 
^f07;W3 + ->gi55:#ot>0;tf) , (j) ^#1^3 
- 8 0vi'D7A'+;i' ;k v^'n'v 

A'vA'. v^'nvN7'f^;l/5rir) 1 1 < liaift^iT-TV^T 
J:v>7'j-fl'^ (t^. /Noyxii^, =.Ya^ iSM 
50 (Ci-4) 7n^^n^. (Ci-4) 7;l'3 + i/^: 



* * L -c </ > T ■{> J: V ^ 7 i - 1 li 1 7 ^ ;i/ * f ) 
T-am ? ti/cK^fc 2 - 3 (OfiiiiT ^l' -ir - n + V* 

*v«41to'{>0!if) i^cJi (k) SSI$*tTv»Tfe 

(Ci-4) Tf^^t^. <&iR (Ci-4) r^l'^ + v^ 
f LTV»T<> i v»7 4r-> i fcllt 7 h # v^ir 

I0 0 18J R2 t LTl±. J^:^rMbSitTv^T*> i 

If, -COOHS.U'-?-<^JS, -COOMe. -COOE 
t. -COOtBu, -COOPr, Mf^n -i )\^^ i^'y ^ Y 
+ v*;p**-;w, 1- (>^'^'^+v';^:t + >'*;^**- 
;v**v) ih + >'*;u**^;K 5-j<^A'-2-*4f 
v-i, 3-v5j-*yu>'-4--<;i'> b+v*;w**- 

-A', -f VT'^Vn + vjt h+v*A'jK-A', 1- (Ji 
h + v*A'*--n^v) jLb^v3&/p.-K;iJK 1- (T 

%^fi«)1-'i*?^^SM^fl^T (t?llx.(f, 

[0 0 1 91 ±iaR2 fcL-Cli, S-CO-D C^*, 
Dtt (1) imMtfz\t (2) 7;u^;H»^*»*®?«. 
75/, >'^Dr>. '&Mi (C2-6) 7;w*/^;i':i-^ 
V 7-th*^->, e/N'n.f + , figfc 

(C3-8) v^nT;l'*>''f^* + v, (C 
1-6) T;i'3^->*;i''K-;w:t+v h^v* 

Si (C3-8) v^^7;^=I + v*^^*•x^^-> (ffj, 

(Ci-4) 7>V3 + v*/«:(ieffi (C3-«) vi'n 
7A'3^vT'§^$nTV^Tffc±v^®Si (Ci-4) 7 

[0 0 2 0] «Ff£S+, R3-Cg$it-6 F'^xnigri^-J: 

(1) 7;^*;^*, (2) TA'^r-n^^. (3) 7;^+ 
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-;t'^. (4) v^n7;u4r;b^, (5) 7')-)\^^. 
(6) 7 7;v+;i^Siti:'*^^if t>*i**^ i*>T-fe7;i' 
7;u^-ji'^li±CF->^'n7;i'+ji'***jffi L 
v^o frie (1) o7;i'^^*t LTJi, ^^Sci-8S 

7'-?-;u, -fvT'^;!/, sec-7'f-;w, t-7'^;^, 
^^i', i -^>f-;w, '\^v;v, ^•/•?-;i'> ^i'f-^i'ir 

x-;k 3-7'r-;i'> ^vT'r-;!', 2-*i'x-;u 
^rf***tfC>it*o llrfE (3) 07;l'4-->l'«fc LT 
li, ;^m2~8SS<ol£ia7;v+-;u*-CitiI^*, ^ 

;K 2-7'-f--;i', 2-^>^-)\^. 2-:t^'^-;v5r 

fc'*»*«f«b*t-&c mis (4) Oy^'D7;l'*;V«t LT 

i±> ^^3gi:3~6e)eofiiSvi'a'7;i'+;i'*«*tf'c> 
ti. ^x.lfv^n7'okf;i/, ->^'D7'f';i/. i^^v^y 

7;i'^-;w*, 7;i'+-;i'*i^:J±v5'n7;i/ 
*A'3g{47Km», Mm?*tTv^TfeJ:v»7$y« 

75^, N— SSi (Ci-4) 7>l'^;i'75y, N,N 
-V%M. (Ci-4) 7;i'+;w7 5 y ^t') , /^Dy 

(Cl-4) 7;l'3 + V^, fiji (Cl-4) 

7;i'+;wf^:«-*«:f-e*»$it-cv^Tfc Jiv^o ffie 

(5) </)77;i-+;u*t LTI4, ^x.\f^y'J)v^ 7 x. 
^'f-}Vf^b'<oy (C1-4) 7;i'#;i'^t' 
*«*)tf'bix, frIB (6) 07';-^^«t L-Ci4, {a|x.»f 
30 7i-A'^ri:'***)lf Ibtt^o 

[0 0 2 11 ±ieL/i77;i'^;i'*i fc(47';-;i'^ 

F, C I. Br^cir) , -hn. ll«l$ttTv^T 
<>J:v>7^/|fe (t«, 75y, N-fi« (C1-4) 7 
;u*;v7 5/, N.N-vftSi (C1-4) 7;i'+;i'7 
. (Ci - 4) 7;w='+v h + 

V, xh + v^^f) , fiSi (C1-4) 7;i'+>l'^* 

(C1-4) 7;i/*;i' ^f-;K xf•;^^^^^) ^rff 

^LT^-fbTK^j^^J r^<b7K^^«J tLX 

7$y^> /Nnrvjf-tiftiSi (c 

1-4) 7;i'3^->*T-g«|$ixTV^T'{) iv^feSi (C 

1-5) 7;i'+;viyiiiiJi (Cz-s) rn^^-n^m 

in **»*L<, t >)fc»t, ffiji (C1-5) TA'^ 
;w (J:»)»*L<I4, x^;p) d^fifS Lv^o R^T-«$ 

50 i^LxRjt^mmm (cijtt* r^TDH^-j tt-c 
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14. -S (0) m- tml4 0^</^L2Og|5:«- 

mt] > -NR' - [R* ii:^mm=f-ifz(mm (c 

1-4) 7)i'^n'i7pt] ^t'**Wb*L. Kei)-ri>- 

0- *»»4 t<fflv>c>ii-&o ±KL7t^i»T-<>, R3t 
LTI4. -0-. -S (O) m- [mJi 0 L 2 <0S 

4;tl4-NR* - [R* Ji^K^^i^ i 14(5 
(Ci-4) 7^^^;^5r*t] 5:^LT^-g-LTv^T 
i>X<. 7 5^11. ^NDy>i}iO?fijR (C 

1- 4) 7^3+v^*-e,SiftL;&ttm«-Ctt!fe$iiT 

v^T () J: v^eiR (Ci-s) 7;i'+;uif^l4g:Si (C 70 

2- 5) T;i"r-;i'«^ct'WiL<, t •) to«t> ISSi 
(Ci-s) rn^^A^tfzaig^ (Ci-s) 7;i'3+ 

y (J:i)»*L<li, xh + -» **ifiLv»o 
[0 0 2 21 ^ (I) •C*?ti^7>^t7->v>ll}g 

(!•) 
lit! 01 
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(^tf. RM4 (1) *;i'**+->;i'*. (2) xh7V' 
';;Hfe*?tJ4 (3) ^ 
1 1 1 

30 

i l4-0-i/^(4-S-?r^L. j I4> = 0, 
>=Si;t(4>=S (O) m^^L, m(4Birfet|Bl^i^ 
^*t] -e«$K***S^U S|A»4Slft*R2mtC 
g«$*tTv^TtJ:v^®:« (Ci-4) 7;u+;i/ 
tKS^x v^u^. /NnyvJit'T-gft^itTv^ 

T{)±v^'B:m (Ci-4) 7;i'+;i'^tO ifcl4/^Dy 

jft36R2m(c{Hfe*5:;t?^:v^^>-b-v*) 5:^L, 
R2|4^-CO-D (ii<*', DJ4 (1) immitzM 
(2) 7;w4r;pgc^*^*^». 7 5y> /^^y>, fta 40 
(C2-6) 7;i'*y'i';wt+-> m. 7-feb:t#v, 
eAn^;i.:t + v^ff) , ffiffi (C3-8) v^'n7;l' 
*y'f;i'**v. (Ci-6) 7;W3*v'*;i"K- 

)i't'-A':^^=yt£i;) . figt {C3-8) v^'07;l'3 

--a'^j-^v'tf) , iJi (Ci-4) 7«'3#y ffcl4 
fijl (C3-8) ->^D7A'3 + >'-CSJfe$ixTv>Tfe 
iv^fiSi (Ci-4) 7;^3^v?rS^t] T-$t>$*i* 
*S:^L. RM4-0-, -S (0) m- [mttO^rv^ 50 
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L2ff^mLim-t] i/^l4-NR' - [R' 
ttz\mm. (Ci-4) 7;i-+;ui-^t] ^T^LT^S-^ 

a (Ci-4) 7;i'3+v«*»<bStfn*fi!ft^T'fi«i 

$iXTV^T<> iv^figi (Ci-s) 7;i'+;i'i ^cl4fiii 
(C2-5) T)V'r=.)^& mtL<\is mi (Ci 
-5) T)\^^n^ttz\t&St (Ci-s) 7)\^^^'y ; i 
•)»iL<J4, xh^^rv) Sr^to l -Cg^H^^VX 

^ s.yv-A'-i-ijf^^ym^mn^-ttza^nms.^ 

&iK^^^fi0^^tti^i)mth<. t 15 toft, 2-x 

h+v-1- [ [2' - (1 H-T ^7y-;^-5-'f 

^W) e7xx;w-4-'f;W] ^f-Zl/] '^VXW?^^-/- 
A'-T-^^W'-KVK CCandesartan] , 1- (v^'D^^ 
+ v;l'* + v:*;i'**-;i':t#-» x^;l. 2-xh + v 
-1- [ [2' - (iH-xh7V*-;p-5-'f;v) t* 

-*;i^5K+v7-h [Candesartan cilexeti I) , 

)Vt^\/:^'f-A' 2-xh + ->-l- [ [2' - 

pJ^;!'] ^^X'f 5^y-;^-7-*;^'•^•+->7- 
^> 2-xh:^^y-l- [ [2' - (2, S-vtKn 
-5-**V-l, 2, 4-**-tv7V-;l'-3-'f 
;w) if7i-;i'- 4 ^yX^^W- 

Lrc^vX'f 5^^'/-/Wg|«{*:(4, mk.\i. EP-4 2 
5921, EP-459136, EP-55387 9, 

EP-578125, EP-520423, EP-66 
8 2 7 2 tlcfa«<7)<&^3IO:^ftXI4-?-tl.lCi*i:/>::^ft 
^j:}^Kl*)^m-^^ti)mmx-i}ho ttz. Candesar 
tan cilexeti I ^fflv^^JHr-o EP- 459136 

10 0 2 3] 3)s:f&?gT-fflV»e>tL^7>^:^-x>->>IIJS 
i}i^mi^-fi>it^ttz[t^<r>fu Yyyif\t^iin 

>; ji^'y-;l/T$ v^x^/-;W7 5 V, hVx 
^'/-;l'7 5>> vvi'n^+v;V7 5 N, N' - 

^^y^ :i-;i.^^>'it*oa»147 5 y^li 

^) toJ^*Wb*t-£,o jy^tT-yyywm 

itisK^%«K jffiK, iBK> mi. mk. 
S;^i6, m mm. yniftyn. vny)\^t 
omn. 7-7-)i^m. yi7^, mmk. -^u-iym. 

^^i>gf, 'JV=fK> ;<^'>;^;w*>'K, 



tm.ii^FSi^ti>it^ [WT> A I itmit^mm 

^3S^frTT'^^^SK^lc i ^Rfc-tc i t) A I I JSgL 

iD*^^«:iec: LTA I I tm,it^mitti 

mt^ i~m\:ti>it'^^ s: v> ^ o A 1 1 t^mt^i^<^ lo 

Ky y^^t LTJi, A I l^mt^^<r>7^ymif 
T->ML 7;w^ML /^mt'^ixtzit^m m. A 

Mt. '<>-?^;v7 5y*;i'**-ML (5-;<-^;i'-2 

-fb? ^Lfc-fb-g^ir f ) ; A 1 1 Stit'fb'g-!BJ07KK*A*7 
vMb. 7;^+ML »)Am<b. (io^fb^tty^^fb-g-tf 

h'fMb. yn^'^y^fMb, tf/<D^Mb. •9->->-;i' 
-fb, 7-7';Mb, 77-;Hb. vV^;w7 5/^^;i'* 
;i.;5.--;Hb$*t^>:^b'^^=5;t') ; A I mt/ifb-^^o* 

A I I JSE'lb'&ti) <^*;i':K+v;i^^**j^^;vj:. 
xf-Mb> 7i-;ui;^rMb, *;i'**#v^f-A'x;^ 
rMb, vV^;i'7 5 y p«f-;wji;^T;Hb^ 

f-;wi;^f Mb, 7 5"j ->';ui;^T;Hbx (5-ptf-;i' 

-2-*+V-l, 3-v**Vl'>-4-'f;V) 50 

i ;^ T ^Kb, X f - ^i' 7 5 K-fb $ ixtzit^m ^ fc") ; 

A I I}gtn:'fb'&«*-f»l!S3g1-'&^t**'e§*<, A 
I I iUmc^^<r>-fx3 Yy y ir\t^ )£JII»JE 1 9 9 0^ 

w mm^n<r)W^m ^im^i-wtt^ i e 3 M*^f. 1 9 s 
Muieife^ttT^^^i-j^c, ^a^j^fr-cAi iftfit-fb 
-&l&u^'fb-t-&(><io-e*oTt iv^o i)t, Ai ijstn: 
-fb-^igjttTKft^ljis i og^7K«i«5<o v^-f it-cjb o T t i 

nyn K7 7 LTiifrSA I I JSEfb-g^T-tai^L 

[0 0 2 41 :^^mKm^^hiti>-mM.K.xhmmt LX 

14, 7>=¥^T>'yymmm (ace) ia«ai, spjm 
an, ^^v-^Ajgeiii, Avyu/v>}g$iii, 7>^ 

*r>->>^jftif?!l3lfeaftc*1iJ^vK'<yf^i^— If (AC 
t/ie>) ES*, ^:^D y *-i5±of7;v KXrnvJS 
fil«i:f*Wb*t-i.o ACEffl^^t LTii, ^^7^ 50 
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•>7-^'7*';;i', 7-^ff'))v, hvvK^y; 

^JtLTIi, 'f^'^^/N-^K, h'Ji'n;i'^^7vK, 7' 
p< ^ 5 K, t Kn ^ DD^7v K, ^ h ^W^rfA*^ 

i'>iiiiVUA'3/<-/i'>ti:i:i,i^ifhilio NX/HEP 

m^mti7>^tT>'y>^»m^ (ace) 

K'^7'^^^— b* (NEP) ffl*f^ffl«:«fHi-^o7'nf7- 

trnm^^ 'L-mmamm^-:r^ y<D»mi:m^Lxism. 

K f >; i h U 7 - f i£ t'imfhilio p 

•fx3yi]-tLX\t. *;v^v*D-;w, y h7'nn- 
7'n7'7y n-;uirf55*^tff>ix^« 7;wK:^-rn 

x.{fx7'H^y > (eplerenone; epoxymexrenone) t*<7) 
7;P K;?.f-a>}±tn;aiO«ffl,^«t LTI4, fRlx.lfV«0 9 
6/40257JC L;t**-3 TA I I fifit^ 1 7;u k;^td VJS 

14, *^?gi4 Cn 2-xh:^rv-l- [ [2' - (1 
H-r h7y-;w- 5 -^M t:*7 j:.-^i'-4 -'f 

<omtx7'H'y vtSra-^-g-to-fr-C^cSE^, C2} 
1- (v^'n^^v;ut#v*;w**-;l^:f + v) x^;l/ 

2--i.h:^->- 1 - [ [2' - (iH-r h7-r-;v 

-5-'f;i') lf7i-;v-4 -'f ^W] 'OX'f 
5 5^V''-;l'-7-*Jl'*'+V7- ;tJ4-?-<0;efcxy 

H^y >i:5r&.;'^'g-t)-ti:T^^E*, [3] 2-xh + 
v-1 - [ [2' - (2, 5-vt KD-5-:t + V- 
l, 2, 4-t+-9-V''7V-;U-3-'fM k'7i-;l' 

-4--Y;i'] ^vX'f 5^^v;-ii'-7-*;i'^ 

>'Ki/>:t4-?-OiSi:x7'H/y > t Sra-if^-g-fcHJrT^j^ 

)\^9y^ T)\'\'^)V9y^ ^ A^^^ju^y. 

9y* K*v$;u, *;^^■>^•;^^'>i?ilf^'y^^•;^^' V 

35> h stf *t4 1 « t f^(4 2 iaw±^Ai I jsetai t X y V 

V- y > t a.^^^fe-»i:T * f 5: ^-i-t <^ -e 
±feoi9tc#^OA I IJ§tn;*i:7;i'K;^rn 

tc*4vM4ll^U, 

KJ^ffl, S-g-ffl, ^fJ^J^jftS-^LTHt^HbL, 
a^ifet LT@Pfi<Jlcifcl4#^gPWlciS^t-5. - 1*^ 
■C§-&o SlfeS:SiJ'!r(cSSSHbL/>:«'g-, SIJ>^ {CS^PHbL 

c:i:**-ei4**, giJ>*(cS!»HbLfc1i>froS!t»J*, 

ic, i>^^Atn^^^^^^xmM\z^ R-**at:S4L 
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m^^rm."^ Lr^^-t i>tzif)<D^ y hsp°d mni. 
mmi. ^x.jf. mmu mu mu mu ij-r^r^ 

lg#SS?iiJ. mLm\. $lcS^J^t') . J^-7;Pv3>^J, 

i±. &Tttw, iei^rta*t> miep^aw* 

tt*-g-^<0« y * S vMi V * S VM± h 'J V -fc 'J Kia 4 
*I?KSU, "Mxtf. 3 3 7/<^'— ^*';i^^>'^'';3- 
an, ILe, M)vu-7.1^, 

a, +^>a, ^i^^>m. V7if>\-if 
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mkitm. mmu mmu m^im. nmu mat 

CjlCiVr'; -yi'n-r-f > $ ftrSS ? *t-& Cl t 

}£^J ^ t*A**> tf t) -e- it t> 14 a©^» -C^affl V ^ lb *i 
^^ffi1t^&«iSd^ 'Pix.lf*«r■i•^•ev»TJ:v^o AIIJSt/L 
31 1 7 X D > JgSi^ 1 1 a-^-^to-eT ^ * Has 
14. -?-0*^fiK^3-^-^*1-^SaiaE^t;iJV>r> All 
JSEIili:0.6--3 9M% {iii)^X^0.7-2 7«1 
%) , 7;uK;^rn>}tjail«:0.0 6-3 5fi*% 
(=S:*--C t 0 . 6 - 2 3 Sl:%) =Sr -e^ti-pH-^^l--?. «^ 
*^fi^iLv^o ::oa^tll4, 2aW±<7)Pltl5rSiJ'«r*)^ 
20 V^I4|^B#tcSMbL;taSt/'7)WtT.T-*)o-C^> iv^o AI 
I l^mk 1 7 T n VJSgtai t i'^ff.^t>^X =5r * 

1:14, -tefi<j«ft1^B. ttgij, 

-g-OHBicB? L-CftiP^«^EI*S-?-*<^*^ 1 / 5 0 m± 
^izm.^V^)\^\XT iMt L < J4ftiJ'^}t^ES^lS41:iil 
T> ? t> (Cff * L < »4ft^^«^K]*K44 1 / 2 JiilT) 
0$gH-C*-&o mk.\i. WLK (*«i^6 0 kg) <OSiJlll 
m&t tz\t'l<^^(r)xkm\^^^^X. 1 - 5 Omg/v; f 
/H (*f * L < <4, 1 - 3 5mg/fc f/B) O^H^ 
*>7'-<J-;w5'> vu+-tf-;ut. {^x.if. *^0. 1 - 
3 0rog/l:h/B (if S L < (4, ^ 2 - 3 Oing/t h/ 

a) oigHox-zn^yvt^^bua^-g-toHi-i^it** 

a> SMS. mm<r>'is.^%h^. •eitt>*^vM4-e<o 
3 0 {»iL< 141111) s4$tL-&o ±feoAi uset 
«bica#Aiuggiisit«:-frTffiffl$*i.sipM»j n 

50 v»o 
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[0 0 2 5] ifli«i^T^ mwm^m\) t l-ci±. ^ 

fz\mmW INS-ll^) > -fVXMViS 

u'y^^)9Vyttz\t^<r)-7V'^>^&. GI-2 
62570^ JTT-50KMCC-555. YM- 
440. KRP-297, CS-OIK FK-614 

^^'J-Kt7tti-e-<7)*;l'V'>Am*ffi!». GLP-1 

NVP-DPP-2 7 8. PT-lOOt^) , p 

3 7 3rx;^f (tJJ, CL-316243, SR-586 
11- A. UL-TG-3 0 7. SB-226552, 
AJ-9677, BMS-196085. AZ-40 1 

4 0^) ,75'; yr:i-7. \ (00. U K 

y—am^m. ^'•;^3-x-6-*;^7T^'— tf®* 

SJ, in\^i}:^>1^m\^) . SGLUT (sodium-flluco 
se cotransporter) ffl^^J (taj. T - 1 0 9 5^) I?** 

mifhiiix, 'PTii^y^') ym^^^mm. ^y^') 
y»m%mmitzii-( y^. >) ymi^j: t-ii^m n/^o ^ 
yT. V >«Stt56:«3i t tt»±i6»e:j- /y. h 

10 0 2 6) ^msisL^i^mmtLx\i^9^y^.mm. 

7 -f y 7 - h ^il^PJ, - n ^ >BSM«{*:=5r f *»^tf e, it 

ho Ts^'fyjmnt Lx\t^') f^x9i-ytfz\t^(ry 
y'>A7Kffl«^0;i^**W^ti^.o 7'f7'7->^|l?iiJt 

LTI47xy7-f7'7-h. 7jLy 7'f 7'J VK, '^•if 
7-r77-^. '5r-A7-{ 7Dv;U^:f75i^(ft>^l.^o - 

[002 7] iSiMmk t LTJiGPI lb/1 1 laJSSill, ©55- 

^g'^/N- > , b n > e > mmm. mL^^mm^j: t-ibm 

^fhili>o GPIIb/lllaJifiiait LTJ±77v+v-r7!5r 



(14) #S 2003-1 13120 
.26 

'J >^t'75Wbti^o huy\£ym^mt LTI47;v 
A'hD/o^i^*Wb*T.^o SiA/h^mt LTI41SK 

n e w TP i ji 7 X e >; > ir** Wb o 

[0 0 2 SJ L-CJ4, x;^ hny> 

[0 0 2 9] tJi^SIt LTI4. «fJxirFia<^*;P*>j|? 

-So m r*;v*>«ft»jj tLTJi, m^ii. *x7i 

7';;l'x;^ M^y-;i., rx h ^ ^ 
>'^•;^ h 'J 7D + ->7i>, a + 7x>. u 
^:/u;tu^-y7x.y, ^:z.:x,Yxiyy (|^, ^^xvgj^' 
*+v7i>. i'x>afH'5 7i>'5rff) , e;us? 

20 f-'f^K LH-RH7=i'-Xh (011, P^rf-tl^'J 
7-tV'';>, 'Ji-7nv'; v^tO . Knn + v 

7n-7^'— t'ffiS^ (tai. llK7TKn 

^'V, #Dv*-;u, 7*;V>X5'>''5rtO , tn:7>Kn 

t') , 5 ffflS^ (W. 7'f-fXr'; 

h\ x7';xr'; K^rt') , IlJ^al^*^^^ >.^il»J 

50 f';7Avyn>5rf) , 7>Koy>'&-«ffl»|| 

(011, 7e7 7-o>:ti:') , l^f^/'f Ki5J;yfU^y -< 

[0 0 3 0] K [it^mm t LtJi, -P!lx.(ar7;u# 
fj^t'tmifhiiho [7)\^^Htm] tLTIi, 09X. 

X7r5K, ■Y*X7t5K, f-itr/^ ^^u^'av, 
40 hvJi'K'f >7nx;i/7 7 V, 7x;i/7r>, Jfiffi?--^ 

7.M^7hVv>, e>ie7n-7>, xb^^^UvK, 
*;i'**7v-?->, ->X7^^>, A^'y^^v, ^-^s^y 

Ts^y^ i®Kv7oxev'>A, •jitTi'^T^f-y^ -fv 

Y=.U7.^y^ -f^T-^^ ';**Ax-?^v, -r^yn? 
K, hb:tX;l/7T>. l-D7*X7r5K. vVXi' 
50 f->Xf-V7-7-, /r^P^-nV, 7K-t*V'V>, vXx 
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77- ^KTVvi'ev, s-Fu^auw 7 

;w:t-a>i?7->;w, t**7-;v. UFT^ K+v7;i''Jv' 
>, :<;;W*7-;l'. :#'nv^'tr>, i5T7--'i'^ 

D/fK, yhv>, 7*';*'f hstr^Wv-^A, W';K7* 

mm] b Lxii. mx.i£. h --kv k, >; >®j^ h --kv 
[00 3 1]^ ^^6S«ffi»J (B RM) J t LTii, m 

xlf^ tr->>'N'--;K ^'i';^.f->, vy7'f9>. vy 

■=!'i^D7r-y3D--$!l®HT-> Se^^^iD 50 
BCGV^'^Vs r^';^/^*^'•r';•^'A/^•;^7'A, V>'n*5 

T-'f) J: < , :!5-?-l:**2 0,0 0 0 J-J.TO^t'^ K 

^*t^*ft>it, *#fi«|t:U±. (1) EGF (epidernalgr 
owth factor) itz\t^ixt^%.mm—<0^i:^-t 40 
i>^K EGF. (HER2'J**>K) 

fifi. {2) -!>i^ :!.')> tfzii^ii tnn<f}Km- 

<DSi^i:^th^n 'fVviVV, IGF (insul 
iivl ike growthfactor) - 1 , I G F - 2 ^^ if] , (3) 
FGF (fibroblast growth factor) ttzii^iit^M 

FGF. KGF (keratinocyte growth factor) . F 

GF-1 oirf] , (4) ^<Dmomf!&mmm^ c 

SF (colony stinulatir^ factor) . EPO (erythro 
poietin). IL-2 (inter leukirv-2) ^ NGF(nerve 50 



growth factor) ^ PDGF (platelet-(terived growth 

factor) . TGF/9 (transforming growth factor 
/?) . HGF (hepatocyte growth factor) . VEGF 
(vascular endothelial growth factor) ^ct'] 

ii,i><DX^oXi>i<^ EGFf:^^, 
j^Uif^)>^^i^ (HER2) . 'fVvi'JV^S^- 
K 'f>vaU>S§»-2> IGFS^. FGFS 
t/cliFG F§^- 2^ t>*l*o m 

7 f JaK7'0 5!r;i./^v*>, -/n h--KA'7-< 'J > • n 
/N'^W h tfil. tK^^^v h ^K^V 7 -f V V • f >; a. h 
^-fV^v-Hfl (^s -f'J/T-^V. h'J^r 

AV'iir) . F*--fyp<7— b'l ifflS^ (twixif, 7 

yy+'i^V^rif) , «~fb§IS*J («»l, ^9 
5 > D«^; f ) . JfllWif&ll«^. a - 7'n 7 * - 

^ o 

10 0 3 21 ^\zM-i\^^^^m\):.\.X\t(ixiR'Ar':t 
-7^ytfz\i.7y9^-7>\fi>f1i^mf^i^ho GnRH7 
n'^X h • 7>^ n-^X h t LTIi, ■^^A'^y^WSi^ 

m> #twli*;i'^;''K^ltS (^. «rjt^«, 

IL-fa> TSf^ffi^^fc-) , Bt^DHIE:*:^. i^SWUfil, 

Ei3 J; y^iSa ( t L < li, ^(rym'^m >; V K^si* 
S:?lJfflL;ti*'g-tcJi. ^fti^) lc*^J5:(3nRH7=f-;^ f 

^^IS^1tT-*^:6*GnRHSS«fe-C*^ t /cliSttMSS 

LTJi, 'Mx.lf> b';- h'^'f X GnRH 7 
■fn^r : 3> h 7/^•-■>;^ 7>K /^-%'^9T^-f 
(Treatment with GnRH ar^logs: Controversies and p 
erspectives) [/n'^Wt/V /^•7''; y v>^^ ^'^u- 
-f (^) (The Parthenon Publishing Group LtdJUIffl 
996^] . #^¥3 - 5 0 3 1 6 S¥3 - 

1 0 1 6 9 5-f-. 1^7-9 7 3 3 4^i5j:lCf|^8-2 5 
9 4 6 Q^^Wi iflCfEII$KTv»^'<y'f- K«**W 

[0 0 3 31 QrM7>f=f~7.YbLXii. - 
(13 

X-02Na I -04C I Phe-03Pa I -Se r-A-B-Leu-C-P ro-OA I aNHz 

XI±N(4H2-furoyl)6lYi/w<iNAc5r> AliNMeTy 
r, Tyr. Aph(Atz), NlleAph(Atz)j^f>Stfiti^^tr, 
BliDLys(Nlc). DCit. DLys(AzaglyNic). DLys(A2aglyF 
ur), DhArg(Et2)^ DAph(Atz)^ J:m)hCi ij^h^^iO^h 
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BMi. CJ±Lys(Nisp). Argt /^t4hArg(Et2) Sr-fii-r 

hflio ^^^^ ^'^T'^ Ktt(7)GnRH7>5':i'-;^ b t L 
ri4, WO 95/28405-f-&^ (#^^8-295693^) , WO 97 
/14697-t^ir« (#ra¥9-169767-§-) , WO 97/14682^4^ 
m (^|gi¥9-169735f-) , WO 96/24597^5:# mm¥9 
-169768-^) . e •;->•> mib-g-tJ \m. 3-(N-Benz 

y I -N-roe t hy I am i none t hy I ) 4 , 7-d i hyd r 0-5- i sobu t Y r y I -7- 
(2, 6-d i f I uorobenzy I ) -2-[4-[ (1-hydroxycyc I opropy I )c 
arbonylamino]phenyl]-4-oxothieno[2,3-b]pyridine 10 
m irfElfeLTtWO 00/00493-§-<&«. ^Jiy l:*>; 5 v >■ 
ThVC.^^ 5-(N-benzyl-N-methylaiiiinoii»thyl)-1- 
(2, 6-d i f I uo r obenzy I ) -6- [4- (3-met hoxyu re i do) pheny I ] 
-3-pheny 1 1 h j eno [2, 3-d] py r i m i d i ne-2 , 4 ( 1 H, 3H) -d i one 
$rfB«L7tW0 00/56739^'iif;&^*>«fC,n^„ 

10 0 3 4] QrmT^-:^YtLX\U "Mxtf, -fe^ 

[10 

5-oxo-Pro-Hi s-Trp-Ser-Ty r-Y-Leu-Arg-Pro-Z 

C^cf, YJiDLeu, DAIa^ DTrp. DSer(tBu). D2Nali3J: 
m)His(liiflzl):i^ibSlftL^^»5r, Z\tm-C2^itz\t 20 
Gly-NHzlr-etL-eit^l-) ■C^t>$*l.'&^31fStt^7'^ 

Ki/>:J4-e-OJe)iif**fflv^f>n-&o iRFU, Y*«DLeuT% 

z*nw-C2H5-e*-5'^7'^Ki/ctt-f-<0J£ (bp*>, 5-0x0 

-Pro-His-Trp-Ser-Tyr-0Leu-Leu-Arg-Pro-NH-C2H5 "C^ 

^^it^i^t^m^. mmm m. mm. ^m. m 30 
*'>m.m) > ^msk nRm. ^^^^ 

;i'*')±a^JK^tir) ^mmmm y'):L^)\'r^ 

1 0 0 3 5 1 GnRHT d-r.;^ h t L ±ffi<0 >; a - -/o 

(1) :3'-tl''; XGoserelin) 
{iU 21 



(*ffl!i#P3»4 1 0 0 2 74-^, !|fBiBB5 2-l 3 6 1 

7 2-i-) . 

(2) y-t U V XBuserel in) 
Hbl 3] 

(*lI!RFfi=No. 4, 0 2 4, 2 4 8, K'f7#^»2 
4 3 8 3 5 2#. #||BS5 1 -4 1 3 5 9"^) , 

(3) f'jyU/'JXTriptorelin) 
\\t\ 41 

(*ilitfra^4 0 1 0 1 2 5^. #111185 2-3 1 0 7 

(4) i-7rV') XNafarelin) 
nbl5l 



(*iI#MIS4 2 3 4 5 7 1-^, ^f|gBa5 5- 1 6 4 6 
63-§-, l^age 3-2 6 4 4 9 8-f-, RBg6 4-2 5 7 
9 4-t) > 

(5) t;^ hv; XHistrelin) 
61 



(6) -rj^nv-'j XDeslorelin) 
(fkl 71 



(*ffl#iail4 5 6 9 9 6 7-f-, |S14 2 1 8 4 3 9 
^) . 

(7) ^rV') XMeterelin) 
\it\ 81 



CH, 



50 (PCT WO 9 1/1 8 0 1 6) ^ 
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(8) =''t KUVXGonadrelin) (2) {A) Mmfmi-^^t^^WL^^Mt. 

I-fti 91 (B) Aik&r^mm. ikm^Tm. ^msssL&r^mm. in. 

( K'f '>#llrSI2 2 1 3 7 3 7-?^) ttzii-tiXh 1--&»ftttlSSJt «:^JtLT^:^^Sc14Eilo ^iHi. 

[0 0 3 61 ±.is.Ltz^x-i,. "ji-yuv mm^ t^mL'&m\i t r (b) %M.&i^mM. i&.mwT 

J*^}^) -1- (2.6-v7;W*n'>;>v;l') -6 lfi^m^ii^hm\iiti>-mitz\i-m.^X±. (ffiL<l± 

-[4- (3-> h+v'^/l'-f K) 7i-;W]-3-7x 70 Zl-^tt) Oilfe^^;t-r;5,^i!t14S?^JJ X'h^. 

-;l,f-jiiy[2, 3-d]f'M v>-2. 4 (1H,3 lcS{m?tL^i-aJ^l±<7)^St14Si^Jli. 'SfflfllftL< 

H) -v:§->t/c(i'f-(o:fi, 3- (N-'^v v^i'-N- li^iffli^n. mmzi^i^m\ti:i^tti>\zm-m\^ 

^^i^^TS.Jii^A') -4, 7-vVi KD-S-'f V:^ t-S-g-LT^-SSlJt fCffiffl^Jt-So --t? (B) O 

f^>;;i/-7- (2,6— >*7;i':J-n^>v-;i.) -2 -[4 mi^mm^-m\^X±.(r)mm^^-fi>^'^\i> riSKl 

-[ (1 Kn + vvi^nyntf;!.) *;l/**r:;i.7 5 ErSSSilJ ^ TAttl^T^J ^ fjiSSSjfili^r&S^ilJ . 

y]7x-;W]-4-;f + V^xy[2, 3-b]e'Jv> rStJlll^^J > ri^»il*S?&i^ilJ ^ rtn:«^J 7)>f, 

ttz\t^<r>^t£if-bmi Lv^o JSt LT(i±fEAI iMSt Slfit^-ttW± (»t L < liH-Ha) om^iWi^ 

[0 0 3 71 *l&?^tci5V^T. (A) AllStnl^t. <. «ao*!©^SlJ>fr USSMkL. gljffl<7)-aj^l± (» 

jfii^^, '^^n.^'(^mmiiiifm&mi)-hm\iiti>- ^mm-^^t r (a) Aiutgtas^-^^t^^stitissjj 

mmmmmtLx^um\ztfzmmu&! kfiti,~m.ttz\t-m&-±.<r>mii!>i^^^t^'^wm 

\z^^■ti>^t^l^x^^om^m\^\zm\il\.tzWl m ^tmmtm-^mxi^^■^il^o 

^.m^\.mmtLtz^m^mn\:.^m]^j^i^^m^^ (3) (a) k\\i^mi^^-^i>mL^m\t. 

Tta'&LTiS4i--&-t**-c#^*«. lA^izmMituz (B) -0ii!iW.xhmm. Mmwrm. -$>mis^m.xhmk.'^ 

R-*t^tcis4LT^j:v^o m'^^zmwtLfz mttz\tzM)^x±. L<ii-~=tt) (omm-t^ 

ii<n^^mm:-mmti:i:im\'^xm.^LxiSi^-rifz 30 irz,mmmti^Si^'kt>^xtii,^^mm. 

^(o^y yms, (^xtf, ^M^<r>^^<r>mmi^^t 14, l8^i^Jo«/J^«JSi-->' H4> r (A) Aiiiseiiii* 

^7>y;i't 2ttm±<7)ii!^^ffli^(:tE'g-LT^j!si-^ ^^■th'^mmnu t r (b) igjAEfsss*. immm 

fz>b<7)^m]^j:i^i^^ti>-mm^'y , gij^ Tm. nmsk&^&m. stm^ai, M^jwissr&jt^fc 

m<7ymi^xix. '^-mii&i:. ai!^*ig4t--j>B$rBi<7)E Ti&fflt-&i<oT-if);?>o --t- (b) <r>'^Mmmi'~ 

■ L^^W:^tLx\mT<n{\)-~{z)a)WMiimfhix^o ± L < 14" (Dmmi^mzmmtL. m 

(1) {A) kwmmkt. (B) jS!JfilE76SS?SI, Jfiia -0^j!iit14Sa^J«t'(c-&*LTv^TiJ:<, «|gt<^«!^^ 

<i4--Ha) (nm^t^^^Lxiiihmi^mm^ - r (a) Aiijgsta^-^^i-s^ftttss^iijj mxf 

itii, Si!^iiJ<0S/J^««-3--y b'i'ic r (A) AIIJSJ^L r (B) SSilEfSfllfil, Jlll«I^T^> iSJlJfllSj&jiai, 

HJ t r (B) ■^iM.m^mm. Jfli$II^T^. jSHJOiitj^ Stii^^, j5^»lltSr&jSlli5J:trgL«ISI*-'bSiftL4 



(18) #112 0 0 3 - 1 1 3 1 2 0 

.. 33 '. , M : 

(ii)* Vf-'}->5'> • vV^-t^^i'tT^' >Xt=Sra* 70 JScttiS?riJi:?:-^*LT^r;j,^fettEllif^l4*>f'-9-;i' 

' 'yv^-t^)\yt7i7 Yxi^^i-i>^M^m.m. i}> ^^^mitim.^^iy^x^j:i>^WLiaLmmo 

Y:!^i'^tti>^mm\t^:'t^Lxti:i^WL^mm ^&14e*o 

$/i:l±*>7'-t;i'i'> • v'U + -t^;l'?r-g-;t1"'5^fttt (vi i i)* V•r■9•;^^' > • -> l'+-t^;i' t h 7 ->*:t- 
=t^^&ttB*o IficiJ-i L<i4*>'f'-<J-;i'5'> • yu r-^juf^y • vb#-tf-;i'tJix h^v^J— ^u^r-i-^l" 

-tirT't^^liScttE^o *ftWic(4, fjyr-*)-)Vi^yt7 20 ti^^Lx^j:i'^Mmmifziii:yr^)i'i'y • y 

Yv/<yt.f^yi't^iri>^M^mm. ijyr^Ji^fy i^^-b^ji'i^^iri,^WL^mmtJ^::^Yyyt-)i'i 

i-^^t^^^Wi^mitT i-o^^:^t^^yi-k^i-?>^ ■k^-ri'^wtwimtits.^^i:>^xtfimwL^mmo 

WLV^m]ti:^^LXfj:^'^M^mmtfz\iiiyr^)\^ #HSFi L<fi*>7■•■^}-;^^'> • vix^-tf^;wtiX > 

-2>^ffitttSi^Jt*a*-g-t>-ti:T5:'2>^Si:ttB^o #l-SF (ix) * >f'^f;i'5' > t 'J a-t"'; V t ?:a*-^*?-<J:T^c 

^msimmc 'jyit^t^^^^sm. i:yr^)v^y'k^^t^ 

• yv^^^n^tryu/^T.^^yi'^^-ti 30 ^tms^lf) :L--f^)y^:'t^ti>'^M^miitif& 

+-t^;w«:-^*1--&I^ScttS!i?iiJi:7hn/N'x^^>«r# ^S.J^^^t>^tX fj: h^WL^SLMmo McWmzli. ijyr^f^ 

m-fh^Wi^m] t n&^^ib^xf^i^iiL^mmo 41 f^> • -> w^-t^^i' t u ^ - r <; y i-t^-n^^mw^ 

HSFiL<J4*>f'-t;l'5'> • ->W'4r-bf-A't7hoyN* A >T'-'f;i'5' > • v ^+•b^;^?:•i•^■t-^.^tt^4l? 

•if/N--; v^-g-^-t-s^JftttB^, ■f}yr'*f-)i'fyi^^ 40 bim^'^t>-tx^j:^^^.Wi\3iMmo ^^imtL<ii.:fjy 

t i:'t^LXfj:mWLiimmttzit:i} yr^p^y^^ ftttESlo 

i^h.%t>^xtihm.^mmo ^wmt\u tyr^f m^. '^i^mn^xhmmiii.u^mmi)^hm.\ii\-^-m 

n^9> • vV'+-tf-;vf:iy^-iJ-/^'; v«r-§-*t^>IS5iSc */cii-Stt±<oiS!^fcLTii1lt«jfliEi6«lil* 1 -5 

i}yr^)V9y ■ v^+-tf-;i'=&-^;tt-2.^& 0111:% («fiL<i±5-4 ofis%) . MMWr^i: 

t^t./ ^^^^ >; y -S^ftttSSJ t «r#^ 50 1-50 aft% (»4L<J45-40 Sfi%) . SflSJlil 
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. 35 . , _M ^ 

i¥wit«?6«^*o. 1-5 omi:% («F mv<omtSL^. (3) M\mimt»m^i:i&i 

S L < 140. 1-4 0aS%) , t;L«*«r 0. 1-50 '^r(lfei5ctt|!l»JUS^?ilMbL•C^|'b^t4 2att±W»&tt 

Sl% (ffiL<liO. 1-4 Ofifi%) E-g-^tvio S^i^JO|5I-S4g»•C<^i^#|BIgS^iJV^•C<0i^4^ (4) 

i;ti4*>f'-^-'i'*'> - v'i'df-t-?-;i^t. Ti' hxc^-i" 70 f£^ik^m^X'<Df^mm^m^^xff)^^ mm. ah 

;tfil4-?-ti-?'*v5-50Sft%fc J: 0^1-5041:%. »4 L l^m^i-t^t ^'^Wi^mk ^mm^it^t^mWi 

<l45-40mi:%i5iOfl-40Sfi%T-^>^o 1tSSiJOflS;?-ec0S4. *^>vM4jS»O)ilfft'<0fi:-9-) 5r 

7hD/<Xi'f->t«:a*^'^t>-^Ti5r*l^tS!:14ISII [003 8] ^Ig^^trfflv^^itS (C) ^ftrt^J^tt* 

jtj-*L<j45~4om*%i5j:tf2-4oas%t?* («^. i'ivK^) ^<?5iajji.±*»t>-g-^$it, mm<o 

•9->>x->; V(O-t-:tl:(±'?-tt-rti5-50fil:%i3±U^1~50* (/^"btt^o S-^O^^ti, 9>i5^A. T'o -;/^'. ^^57 

4%. iff L<J45-40fis%fcJ:t>'2-50SI:%T-* KOv^-ftL-di^^o i/c, ±|eo-k: Kn + v^li. 

7v:*--;Ko-g-:tfiii-?-*L-e'tL5-50»ft%fci:ufo.i- v7/' 7i"; A^ftf* lv^. $f>u»i 

50M*%. »4 L<J45-40»l:%43J:Wf0.2-40«*% t < li. ILS?- V ^ - ^<7>i;^r ^i-^^T' 

®i) yr'f}V9 >tfziii3 yr'^A^^ > • i/w^-tf-^w a'g-#:tfflv^^ii-g-, -eofi^tt J4 1 o 0/ 

Vi-y; ^tta^-g-te-^TirS^iScttEai (a 0-4 0/6 0*»fftL<, 1 0 0/0-5 0/5 0** 

yti-zi±iJ>r-^)U9y-'yV^-t^)Vb. V^--/'; ¥*^55-?-*li> *5j3, 0 00-*^)5 0, 0 00. 

>O-i-*ia-?-tl-?-*tL5-50ai:%:feJ:Lr0.1~50ai: if4L<l4$?)4, 0 0 0-^5), 4 0, 0 0 0, $t>tCft 

%, fft L<li5-40S»%iJJ:i;f0.1~40»S%-C* iL<li|f;5, O00-*5>3 0, 0 0 0-C**o4?t, 

±EL7^crt<, :^^mmMn.mm<r>i^^-mm 40 (M¥J^»^^a/iS¥i^;9-i=-fi) 14, mm 

14, !SHlS^$*tr, fe-^l^tc, AIIJggtSltl^llllEfS 1. 2-^4. 0*^*»iL<. $«b{C*^Jl. 5-3. 5 

l$«T&«^*J:Ufgi«ai)5-c>Sl4r*L-S,-iffii^cl4-tttt ^*43<tOf^tS:Stl4, fift¥^^a**l , 11 

±<oiii!& (jsLT, n^m^mk. ^.mwrm. ^mmm o, ooo, 707, ooo, 354, ooo, i s 

mmm. ^m^. '^■i^mn^'tkmm^i-ifmm-h-h 9, 000, 1 5 e, 000, 9 8, 900, ee, 4 
m\ify.i>-m.ttz\izMiM.<r>m^i^mm^t^^ir 37, 37, 200, 17, 100, 9, 8 3o, 5, 

-Sa-g-***-?)., ) t-b^'i^Jf-%t>^iX. ^iX^iX<r>m<^Tt)^ 8 7 0, 2. 5 0 0, 1, 3 0 3, 5 0 0O14ttlSO 

,^tLTI4, taixlf, (1) AlieSfcSlfcffffl^tft^ n-7h^^77-f- (GPC) T'jffl^eL^t^'J 
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PC*9AKF8 0 4 LX2 (83^0^112) i^ML. 

If,' S^iiffloas, iJ 7 Aotta. X 7 ;^ 70 

If, ILK t V 3 - -'•'K*^ e>ift)i!lil«IK*Si»^ft-C^S 

li, GPCii!l$glcj:;&S!c^l*)^^Si:*««5e*lcJ:^ 

?!c¥:te)^?-i: t mm-^-r ho ^ oitm- ^^ 3 - ;u 
ms-&*^<o^'g-uiai?-ai-^ti4, *««^aici^ 
ISc¥i«J^5-TS*«G P C il5£ic ± S JSc^pi^J^-TSOi^ 0 . 
2~*^l. b'^(DMMnTi>hZti^^^\ UtL<\i 

i)-h<r)WimmM'k {mmi(> 1-28521^) 

ji^rffl^/^TtM^S-g- (Encyclopedic Handbook of Bioma 
terials and Bioengineering PartA : Materials, Volum 
e 2, Marcel Dekker. Inc.. 1 9 9 5^) "CSii-ei; 

s imm<^ * )^ v ^w^u u y^fi-g-^ ( - 

n>fn-;WK 'J -X (J. Controlled Rele JO 
ase) , 4 1^, 2 4 9-2 5 7M, 1 9 9 6^) Srffl 

xlf , ftt||!l!«EE**«-&a, #1318 6 1 -2 8 5 2 1-^ 
<m^m -ep^ai:<Sii-C^, $f>lcli*«lc!ifS$ 

iife ({^x.lf, wo 9 4/ 1 5 5 8 7-t5rft#BB) T-IS 

-^li, ^x.lf^-'; -f>y;u>'^'fA (Boehring 40 

eringelheira KG) *^f5iSIK$*l.TV>-E, ■tf^^rfflv^T't ± 
v^o ILK-^^'J3-;i'^-g-<*Oj:.;?.x;v#:ii, tfJx. 
If, jSIJ!to*;u*-+v;i'3l«-*-rsiLSi-i^'J3-;V'gi 
»'&-ft:A^t>&a<0«jS& («!x.lf, !|f I3¥7 - 2 7 8 0 

*'')-7-iima>T-'eifflL-c<), 2asii)i±*ia-&-tTffi 

fflLTtii^^o :*:%?go«&1iSl^Jl± (D) m^mi 



({fS, ^, T;U5-'>A, v>*->^) , 4ffi (t«, >^ 

x^) fj:t'ff)0rm^i)^m^^'^iii>o ^^mo'^M^si: 
t<ojfc-g-«jtfcii^«Kfb«j (mT, ^m^\t%mt 

') V - <^f6i*tj5»-:&* * vM±M:^ t ^i^'iva-g- 

LTii, taixifi^, 7;v5-'>A, *;wv'>A, 
•7^^^->-t;At^A*^lft>ix^o #'ffi^S<0#i;»* Lv» 

l±, Wxlf/Nnyv-fblca? 3 

■i7ft7K*m, 7-7'ft*^®^) , mi. ^^vT 

f^;ur-b b ymi^m^^hitho liS)»Si*;i'^>Blii, » 

i L < 1 v> L 9 oitas^* ;w*->k m. m 
mm^^ yij)^^' mmmv * ** vm, mmm v •) 
*;v**>Ktt') ^*^'fflv^t,tL4o mwm*)^^'yp. 
li, «&fn**vMi^tfe^a<ov^i'itt?*ot:'{>iv^o Mia 
*;u**vKt LTii, 08x.lf^#Sil ''^v^L9(0 
^#Olig)i»^*y*;v**>^ («ni, Xnkf* 

'^T^ri'v®, ^s.xyimmtt 

v>L9<7>?FI&W))S))»^*/*;w**i'K (t^, 7^");i' 
vovK, n/N^^g^, x;i'5';i'», 7ve 

Vf^';>K^) fe±?7^^i!t2 5:V^L9^m^0 

yj&^PsKvKt LTIi, ^x.lf-^mic2iv»L9<Ofi^ 
flSUfi^ h ') * JV ** >^ (W, V •) * •) ^l^m, 1,2,3- 

»5g|*;P*'>ifl±, 7KK»^ l^v^L2«*LTV^-Ct 
J;<, iOi^J^tSt LTIl, 'PSx.lfXVn-^wK, IL 
K, X'J-fc')>m, :5';whD>^, ';>x^, iiSK, 

<i±S&l»;^*/*;i'*'>K-c*^o $t>ic»iu<i±;^ 
fgSc2iv»L9<08|Jl)5M*/*^l"K>'K-e*>*o SIIDSSI 
A^w^KVBIWiiflcilf * Lv^*#^t LTl4SK*^^lf "b 
tL-So ^#2^®i:LTIi, 0!lxlf$.i.#^, ^^')^;^ 

!feO:B:fl^^i:LTI±, [W, /^^y> 

-ffcife (tfH, ffi-fb^, :^fbft, 3«>fkft, 7-y'(bft^) , 
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>;7A ({Ri, Jfi'fb^^i'v'^A, ^fb^^i'V'i'A, a-t^-fb* 

;i/7-t h't- h^rf, •7^-;?.v-t7AiiEtSKi:(0JS 

V^T^^^V-^A, ->a.'>m-7^''?^v"^A, SS^T^^ 
^T-v-^A, ltKv^^^->'t7A, ^'jL>^-7^'-^v">A, 
^^;U3>'®-r^:T«V">A*^) . ^Si^V^^^v-i^AJg 30 
m. ^cJi.^Kvi^^v'^A, ■t'Jf^^l'Kvi^^v'^A 

^) ] . ■7^-:T«->'!;AT-t^;i'T-th-?--h^f. 25.0^ 

^«Kfb«5 {Ms mm. mtm§i. ^'^b*;^->'>i^^ 

Sfb^^^^v-^A. Kjb7;i'5-'i7A, ^fb^. Si-rbv 
vjyy^) **Wb*i*o #«^JSib'&i^ii. if* u< 

(iiS-fbS^, ^7-t^;i'7-t S^^^S. Sf&7 

■t^;i/7-t hf— h> »K*;l'V"^A, *;l/v"i;A7-t 
^;P7-th:>--b. ft^-^^^*^ A, ■ry^i/'yAT 
■t^;l'7-t »fbM^I^*«fflv»ibn. J:»)»* 

^JR««i, Wx.lf#B8¥0 9-2 2 1 4 2 0-?-^i«ffi« 

10 0 3 9J \Xr. ±IBL;t3oojif4 tv\^.m: 

(1) (A) Aii}SJfi:*t, (B) iSijfiiEr&j^Sl. jfii« 

«r-&«LT^t-&«&1tlSai, (2) (A) Alljgtft^i: 50 



%^i-i>m.^m]t. (B) ig;jiiEf&jiPl. ifii«I^T 
thmi^mmtii^^^LxiiimL^mm. (3) 

(A) AII}gtitllSr^*t-6lfeJft14S4»Jt. (B) gSJH 

mm > riSiJiiiE?&jiii> jtifti^Tai. nmM.&xhu 
^av [M\m^t. ^stsLBi^mm. M.mmTm. ^ 

1 0 0 4 0 1 [Ai i^mi:^^tmwLi3imn m \m 
a. M\mi}Lm [«^xff±ie<7)7>+**x>'->>iifttn; 

mmizi 'o^m^mi^^Lxiii>^.WL^mmi)mi'f^ 

fi. ^(OmmmtLXii. AI UgfitfPffl?:*t^fb-^ 

i)K A I immmi^tiit^'&iii.if^i^iH^mii. 

*). ^K«tC#.ffli^JR«:^*$Hi:Tt iv^o i/^. ^iP 
^'ixfc^ffi^M'fb'&feO-SPifjJi^gpji, aK?St:±5 
v^T, A I li§in.^^i:^tiit'^<Slliitlf^i^Pi»m 

[0 0.4 1] kwt^^mi^^ti'^Mmmizisiifh 

A I I}SJjLf^fflt*1--5.fb'&!^<7)Be-&-fit4. AI IJgfit 

*«jS(tts^j5j^A 1 1 mtfii^mi^tiit^t^w\^ 

^»tt'-K';v-<7)-#*>f>^-&i^'g-. A I iSEfPffl?: 

ai!t*5)l~iS«j5 0Ml:%, J:t)»*L<{i*f>5~*5) 

4 5Sl:%T-*)^o t^^, A I IJSIn;ftffl?:*-r^<b^ 
ft, ^ffli^<b-g-ftfcJ;0f^{$:rt«-)Btt--K'J-7-(7)Z^ 
3i^t,^-5>J»^, A I HStnLftfflt^t'&^b#%, 

-c, A 1 1 iSSif^fflS:*t*^i:-&«jttai!riK» i -iKi 5 o 

±»)ffiL<(±*f)i 5-4 5S1:%T% -Ife:^, 
#-«^il<b'g-!B5{ia«jSSj 0 2 0 Jlft%, J: 0 ffi L 



(22) 

[ 0 0 4 2 1 Ai mifimi^^t^^M^mni. ? h 

IZ (D' ) *t-»^tt<7)#ffi^Sfk-g-%^7KffiSLT# 

S*lCitLT, -jRWUIi3-5 0 0%, J:t)»iL< 
»±5-3 0 0%O®H*»P>SJfit4o ^Jn-r-S^Ji, ^ 

iS^b-g-t/^t'^Wbit. iit?, TKfitatJtTKlcfi^ 
ttOl^ft^JR-fb-g-feli. -?-«0-SPt/c(4^SC*«7Kl-il^ 
Itcp^ffi^m^b-g-tl (*IE^b«;) T-*oTi^v^, i 

Lfc*i;lt^ttO#|5^Jl<b'&i&li, 7Ko*^¥TJc, 4 40 
L < l47KtclillttO±a?Sit<b'^!g!i) , 7K(^fgl^i4<0# 

[004 3] :^§tm<0 FTKtcH^itO^ffli^Jg'ffc'g-iaS: 50 
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a<7)#«#JRfb-g-!fe) *^ AII}tfit^^^^-t-&«Sc1t 

Lv^Siiftt LTI4, 4afti4-fb-&t; (»iL<i4. * 
izmm^<r>i.mmitit^m . *tcii^i4o#ffl^'fb 

#ffli^jR'(b#!»«:7K«LatT^f,nSj&^5-J icfi^l"* 

^1t(0#ffl5^^fb'g-t>?r7KmaLT#'c.tL;&gc^J <r)P 

S8^{ci3tt-&#«^Jifb'&-^07KMia<o^ic, *u^iin 

!feS:7K«iaLT»f>*l.*«^J Uft*t4#ffi^W^ 

Jl'fb-^ft^rTK^aaLT^ibix^BK^J Icfi^t-S^ffi^ 

[0 0 4 4j k\\m^m'k^-rh^im.m]^^mh 
^mmmt^^ni-if \ii^\,zm.m^<n$rm^mit'^^i 

oT^^^*^ ^arSli^b-g-t;, \i\^\.zmm^<r>pm± 
mfb'&®«r*saiaLT#'btt-2,gt^j fciy'^i^rt^}-^ 

x^W^mt^\t. 1 5 oftl%, i >)if 

t L<li*;jl 5-4 5SS%> Steffi L<J4$^2 0- 

4 oaft%T% Ife:^, r7ic«!!ai--i>*i::jiSti<7)#ffi^ 

JSfb-g-iBjj 14, mfmmo. 5~«?j2om%, j:t)»i 

L < J±«s> 1 1 5»»%. L<l4*b2--«|J1 

oms%-c*;5)o 

[0 0 4 51 AII}gfiLllt-g-*1-^«&ttSSJOm#.l4 
A I IJSEftffl^r^i-'&'fb'&tliJil^t^t^rt^jSIt 



.43 ... _ 

( I ) 
( i ) 

>)$e>U7K?:*nx.. AI I}StitfPffl^r*t^^k'^!fe^-t• 
t # , All jstfEf^ffl sr^ti-'Sib^ife. ^m^mt^ 

> ^b^-fb*?^ t L T li V n n ^ ^' > 7 ;w - ;v fc 

a*.'g-*>-t'S7-'l'3-;l't LT(±, A I imiXi^^i^ 
^'y-;Ud«ffiL<, 08x.«f4, 5-vtKD-5-:t 

x.if, m^jo^sit, ^)stt*«o^;ii)Opr^b?iijtL 

A , .if i; ji^ b > ^ ij a - ;i.^(7) if i- - ;vfb'§-tl^ 
hi>^^im^mtLX. -mzm\'^hii^/^yt^ 

-<r>^m. ^mm<om.mK3i-^xm^j:hi)K 

fi«jiri±*;jO. 5~«5)70Sft%. J:»)»iL<l±*i3l- 
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<OiKjHt-iKjl 0, 0 0 0ft. J:>)if*L< I4«;5ffif~ 
10 ^5, 0 0 0f§. L<J±|!H 0f§~*ll2, 0 0 

0fS*^e)Sif*t^o ±fe(o^i-7Kffi«f t-<4?L^b?FJ*injx.T 
A^t*) . m^ty^wmm^m (=K'jt*->x^u> 

y;l't":?>|gflj5Kx;;<.f (y-f - > (Tween)80, y-f 
-V(Tween)60, 7 h 7;^>'<'>5'-tt] , -i^Uri-^vx 
^ > t v vr* SIS'* [HCO-60, HCO-50, B jfe-S^ 5 A 
20 X] fj:t') . ^'je^;l'eD'J K>, if>; fi;l/7;V3i 

i;7;vn>Sj)5:f**fflv>f,HSo Ciitibo* o 1 S 
t ^ctt 2 mm&,±i^&ff-'kt>^xmM LXhX 
v^o -ffiffl<7)^<O^JtJ4. i L < li^Sj 0 . 0 1 - 1 0 * 

m%(ommx\ ^hizts-tL<imo.. 0 5-~m5MM 

?PJS-l)nx.Tt iv^o ^SE^fiSJJJi: LTJ4, *^«[t 

mMtLXii. mx.it. #'ffi7;i'3-;u«, -ffi7;i'a 

JO - -mm. * j3 J: 7 5 y i 

79k*h-;i-, h-.'i', 7K-^-;^^ 
OEffi7;W3-;v|i, TV^h-;!/, y;Hfb-;w, X 
;Wv b-;i't^<0;^fiE7-'W3-;l'|iirf*»fflv»c>ti,-&o 
yi^T-i. :^fl7;L'3-;i'«75?»t L<. ^icvy^h- 
Jl^ammx^^o ±E<0-ffi7;i'3-;Hit LT»4, 09 
xlf, x^'y-jw, ^'y7'ne;i-7;v='- 

-^0 ffiommst L-C«i> «lx.»f, 77V:V-X, +vn- 

'j*'-x, 2-7':*-*v';*'-x^<7)5^«ii, y 
K-t/e, •ffyi'h-:^. -T>:t-x, y;i^;K- 

<0d Lv»o ±IBW:i-'J U-CI4, 

50 i>o ±fi<07^yfmi:LX\t. L-i^<0i>(7)-ChiH£ 



»i, ^7K«<^gSE*«^a:tiS7K<0SSE<0iHj 1/50 

- ^' - t' ^ ffl V ^ T X ^« 5: P t5 L ^ t> SJi * ^ H ^ 

mmm*)i&Lm^u mimM^j:tiZ'$mLx^mn 
w±m^mi.xi>ti^\ Wi^mmitmtLxti. mft 

a * y-b ;P 4" <07K^i3 J: ifr^XitX 
»4 L < Ji, 1 0 ~ 2 0 ^^(O^iajaiSo^frT 

r% ^H^S^HstT-** ^^rt ^ <; -7 - <^ 

^iaR*»t>c:tLj:>)i^3 0 t:«v^iagEiSiirt-ctHiiai- 

iaSU^ L^^^, 1 2 I^H~^ 1 6 8 I^IBl, * L < 
li*5)2 4l^|!B~iK»l 2 0WfH, #(C»*L<tt*5)4 81^ 

ffl, mmitzii^ny-ypxmm.n.mt^ijm. 

[0 0 4 61 (ii) W/O/Wft 



(24) # 2 0 0 3 -. 1 1 3 1 2 0 

S%> J:>)!ifiL<l±*ljl-7 0Sft%, #t:ffit< 
{4^2-6 0*ft%*>c,sifit<z,, rt7Mil-J4, m^(r) 

i{><tv^o i/c, ^h\tm^(0^'&itntLX. Tfl^S. 
'J A, f'*;^ h 'J S«syc*'t h V A, i 

^^mt Lx. -«s{cffli,^^tt-j>/N-7^+v$-i>#mx 

(W, '^V-tfV, h;Wa:.>> ^->^>^) ^ 7;i.3-;U 

14*5)0. 5-*^ 7 OMS%, J:>)i!fiL<t4*;jl-*^6 
OSft%, #U»SL<J4*Sj2~*Sj5 OSl:%*>e>S»f 

3 v*7Kffl +tcinx., w mim) /o 

ffi) /W WtKW xT;^v^>5•}^^$^i■/c^^. fftffi 

ORIW^7Kffl«^l4-«!:»tC{4f|||ffl#:«<0*5) 1 fS-«j 1 

0, 0 0 l*)UtL<\im^'^-~^Z, 000 
#lc»iL<l4^1 OjS~$|j2, OOOISd-'bSif 

is J: W^-f <0^O||fiftl4tlfe ( I ) ( i ) StcfB 

50 [0 0 4 71 (I I) i^5mm 



(25) 

Ed) <7):^'¥^mm'-tmtfzAi imtjimimt 

v?iiJllriJiffli*ao*^)0. 01-1. OOOfg, ([f4L< 
{tmo. 0 5~5 0 0«^ #tC»tL<tt*EjO. 1-2 

^S:|i^*U «I^*S-r-&o t L<(±. «rlB (I) 

(i) <07icf<e»«-eiB«tm»o:^ffi-eife^«-lTo/c 
10 0 4 81 (III) t^m^^nk 

IB (I) <0*+l£»ftt^fE«LfcAI I}SfiLf^ffl**t 

^^b-&!fe, ^>svM±^f,^c^ffi^^b-g•!^^ r^uiftg 
s) <o«£»srttci!R»L> mitxw^mimmmm 

*t»f, «rlE (I) 07K*^«i*'^IB«tra«o:^ife-ei5fe 
*y-fe;K^siiiife (I) <^7K+^«tei^iemL/cAi i 
h^^i . ? «b legate i 19 TK^^-^tf^^rt^JStt'K') 

-^fc if irfflv^TX^S brings L^^**c>;t«|®i|EiJi 
v^i>o*7'-t;K0Mjgft (I) <7)7Ktl£^ffiT-E|^t 
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- .. - 48 

xm^WL^-hm^X^ho All|gtt3g«:#*1--6^»14 

ttzimif>ih^m. ^m. mm. ^s^j: i:^<^m^m 
mum m. -hf^i^n ®*7'-t^sj, it* 
7'-t;v^]^) . mM. mn<r)m^mu vn^y 
^j, iLi^j. mmn<r>mm ^^t-ttr (b) siiULE 

\x±.(mm^^^'^hm.'^m\t'i&.h-^^^x. 
m\t\.x%\^(.\m^<r>wmt\^ rs^t * c t >6«-e 

SiJt1--5t^l4, C:*LC,«r«^J (P9, •y'f-> (Twee 
n) 80, HC0-60l^O#®fg14^]. 1 7;un h ') ■t' 

A^(D#$iairt') . m-n 7' 

ne;P/'C7'<>«:f) , IfSfrfbiSi] (W. Jfi-fbthU't' 

J: < , m7L\t. UT*5, 0 . 1-30 

0;/m. jff* L<tt*5jO. 5 - 1 5 0 mOlEH. ^ ^ 
iciff i L < 1 i-lb 1 0 0 tn<7)teH-C*&o Al IJ§ 

[0 0 4 9] k\\miM^^^-th'^^i&.^mi. a*. 

14r-aP>4<7)-C. BifLfti^ (^. t 4^. S^v X. * 
ifi:LTfflv»*:it*»t?^;&o AllfSfitSHt-^^tt*^ 

'mm\<r>^^^\t. ^%xhhk \ ii^'m-m^-t 
^ib'&tK^ttst-a-i:. etffl»<^a«fc#i:. 

m> nmi^ti:ifizx-sxm'»rmti:i>i)*. ai ugfiift 

ffl t*1-^'fb'&-«JO^fr3aftT-*>itifiv^o A I IJSEf^ 
ffl^*t-&'fb-g-!^Ol@a7t»)<0S-?-«t LTI4, ^Jx. 

If, 1 i!)-nmixi>:hm^. mi< 14, 

^AlASfclJJliO. 0 lmg-1 Omg/k g«:S<0 
tgB. $t)UH-4L<lii^0. 05mg-5mg/kg 

\msmi:-k^-t^'^Mmi<7)&^-mi. &a 1 as 

fz*)^ii'<ii. mo. 0 5mg-~5 Omg/k g#fi 
<oeH, L<(4fe0. lmg-3 0mg/k 

ScBt-llal, aaHl-llal, Id^^Uilal, ttz\mi)^ 



(26) 

' 49 ... - . . 

n (9i> 3*»fl. 4*^^. ed^B^rif) ai 

immm^tm't^<^mmt^t. mm. ai i 

10 0 5 0] [;e(jALEi6iB!;%^ HHIflSITil, AmntL^f^ 

OS) ^ riSiJMEr&«s?«. mi«i!iT*. isiijfli«f6^ 
i\,i,-mttz\i-mx±. (»iL<i±-~Htt) (om 

-7 'f n * y-fe ;v^«ij> ft^ii^ffl ir) 
10 0 5 1] fffflil!fe^-&^t'&»&1tS5i^Jii> t<r>t 

ttz\t^ixh%:WM^'M.t Lxm'^<r>nm-m\\t 
L. mnn. ism^£i^-^<omimttz\mi6ih^ 
m., urn. ^m^r t'^(r>mfmM. mnm m. 
:f}-f-ti^m m. ®*7'-fe;i'^K ifc*y-t;wffl^) . m. 
mk mm<ommmu i^^ yy^u mu mmmm 
owmm) tiiftLx (A) Mm^i^^t^^M 

10 0 5 2] mmm^^t^'^mmmmn. ©sit 

T'**0-e, WftSlI^ K 

w^Witiiowmmm. nm.^. m^ws^^ii^i^x-^x 

ffl*t»<^101^-:»)(OS:41:t LTIi. WxJf. «fttt 

;t >) *!jO. 01mg~200ro9/kg^^m<O^H, $ t> tcff* L < 14 
i5j0.05iiig--150ing/kg#l:O«EH!i> "bSl:®^ C: t d«t? ^ 

fil4, fi£AlAl7ti)»*t<l±. ^^0. 05mg~5 

omg/k gftm(^$6a*^'bjia:ji^^t**-c§-?.„ }g 

10 0 5 3] TElCtt«lllttTGnRHT=f-;^b - TV 



Ifga 2003-113120 

50 . _ 

ffi<^-«a)«rS^to ±E<?)GnRH7 =r:^:^ )• tti\t7 > 9 
=-7.Y WiL<l4, S 5-oxo-Pro-His-Trp-Ser-Tyr- 
DLeu-Leu-Arg-Pro-NH-C2H5T-S$*t*'<7'^ Yitz\ii 

-&*&•&****) ) , J:«)»*L<li»K')a-:^D 

ix'j>i±, iff L<iil^i5ti4aM^)t tTS4$*i.^. 

2*BW±<-t>^^^TGnRH7=f-X hJb-SvMiT^ 

iZt-b'^Ui Lv^o ±ieOGnRH7 zf=.7.\tfz\i.T>9 
zf=.y^h (»iL<l4, Vi-T'Di^') v*;tl4-eo 

0:i^&14IS^J (#ir^fta-7^^'D*7'-t;w) Ji. i 
f^'&ao::^^, 'Pilx.if, orange o - 1 o o 5 1 6-f . 

^ggSB 62-201816 If W¥4 - 3 2 1 6 2 2 
■fs #P3¥6- 1 9 2 0 6 8^. #g3¥9- 1 3 2 5 2 
#g3¥9-2 2 14 17-^. #ll¥l 1-2 7 9 
0 5 4-f-, WO 9 9/3 6 0 0 9 9-^-2:^^:^ tcEIR .. 

^pjO^T-f). 2 1 6 2 2-tlC|e|£$tl. 

1 0 0 5 4 1 ±ie»stsv ^ o * T'-fe ;K7)»^:^ft<o 

-^S:J':iTlw|Eife1-^o it. A^I,zOim7::''=-:^Ytfz 
li-f-oifi, iOfft L<i4ftK')i-yDV';>) iijsj 

2 0%'tv^L7 0%(W/W), SF*L<t42 5-6 5% 
(W/W) , i»)»SL<a35-60% (W/W) ^ 

ftm. ^^ym. ')>^> jsk. TKm-fb 

«:?S*DLT<> iv^o i^c, $e>lCGnRH7=<'-;^ hS;tl4 
r>9::f-:^V (»iL<Ji, >) jL-yDV';>tyiJi 
■e-«^ie. J:»)ff*t<l4»K')j^-7'nP'; V) 

> ->*7 5 Vfflftm-f h •) A, f^T. h •) >x ffi^^ 

7'5'y-;K >n-))— jl'^rt'^r^.iraLT^) iv^o «::<io 
toiZLXnhtitzi^Ammi. SS^M'&^t^trjt 
?S(r*ffl)1'(^JPx.. ov^T-|UbS^ft?:^TVV W/OaiL 
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14, ®[W/0J^v;l/v3 >$:$ibJC»3ffi§<07Kffi't'U 
tax.. W/0/wao3ffli-7;l'->3>t3g«$-*/c 

taitLTIi, -)IS:U$^5^0/wai-7;i.->3 

#ffiffittSJ ij :i- -> Jt.^ U > y ;Hf >flia*Kx7> 
f ;^[Tween 8 0> Tween 6 0> 7 b 
*';**vi^l/>l:-7vf*SI^MHC0-6 0, H 
CO- 5 0, B3fe'5r5*;l'X]^:fc'), *)^VM4^'J tf^ 
-;n:*n';K>, ^'j ^f--;^7;^3--'^^ *;w***v 
^^^Hr^i^n-;^, Vv-^v, -tf^^v^ t""**Wb 

ti(4> ii1lffflv>t>ix4:frft**S5ffl?it^o iK:^fttLT 

-< n * y-fe ;u Jiit'L^^St* ^ v M4 jg^ L T^flX L 

7 3'-X htfcl47>3':i'-X h (»iL<»4, 'j^- 
ynix-; >i 7tl4-?-<7)il, i »4 L < fiftg?-; jl-t" 

la^tJigLiJfeit^Lfw^, SIT, ^@*.^:fUi5^LT« 

y-t ^wi'OTK^iJ J: i;''^tlgiE<^)l(iSI5r J: •) ^^^l^T 
^W/ 0 ;v -> 3 > HSI4 ^T, 37-t v3> 

mtiu^n^. m<»m^ttzii. w^m^ff)it^ 
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«0)gLi*^U 37-t;W'<-y3 vSiJ?rfife*t4o $ 

y-t^K^iST-Sli, LTflj 0.5~1000//tn 

lfj:<, f^rtxlf, »2irv>Ll 0 0A<in<Oi£HiC** 
10 0 5 5] ±IBJgi«'^S-&-'ilt L-CJi, 

-v7y7^"j;i'^j^;^T;i') -.^'jT^ym. ^ 

^) 'Srifd^fflv^fjit^&o -tZ-^-Oig-^^^t LTJ4, 
fw, ±IB tf - 1 KD ^ v^y * ^l^-K^mS, a - t KD 

L-#;<ov^f tL?:fflv>T<) iv^o zixh(r>'i>xii.. ILK 
-^^'j (filT, (y^'f-K-co- 

- ^wKS-^ft , ^ V n - ^ 'J ^ 'J 3 >; K t* 

ij 3 _ ;i.sa'g-#-e* f) , J: 0 »s L < t±, *® uai 

±S^^i f ) ^ x^;i/7 5 

y^o^mr 5 7;i'^- >^<ofiS147 5 y S^s 
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io'^^it 0 0/0~-*S|4 0/6 

OamtLi. 0 0/0~«)5 0/5 0*»J:»)»i 

Hf. *«*5|7 5/2 5-^2 5/7 5<7)lK 70 

B<Dt<7)7!i*if t Lv^o z<r>T)-i$.XL-W {^en^/^jv 

%) li. #U*5j6 0/4 0--*^>3 0/7 0OfEHO()<^ 

¥l*I^H^fif±> «l3, OOO-iKllOO. 0 0 

0, 4fiL<l±fe3, 0 0 0-*fj6 0, 0 0 0. $C>{i 
^tL<\tmZ, 0 0 0-**J5 0. 0 0 0(OtO**fflV^ 
(bii^o S/w, ^m. (Sl:¥J^«-^l:/m¥*SJ55-?- 
1) 14^ iittiKil. 2~iK;4. 0**»f L<, $<b{:ii 
5-3. 5 tv^o ® r?Lm-^*';n - 

fitSl: iifyi^) htz^m.%m2 O O 0/.mol 

(v^^^n*;!/) *JS-*L<, $«blCJ4*5j4 0~lbl 0 

1 1 0, 0 0 0, 7 0 7, 0 0 0> 4 5 

5, 64 5, 3 54. 00 0, 1 8 9, 0 00, 1 5 

6, 0 5 5, 9 8. 9 00, 6 6. 4 3 7, 3 7, 2 0 

0, 1 7, 1 0 0, 9, 8 3 0, 5. 8 7 0, 2, 5 0 
0, 1, 3 0 3, 5 0 4<0 1 5tt«0#.^tiC'-K'JXf-V 

7'f- (GPC) t?a!l^L3t=K'j;^^U'>»#0«^l: 

(*y-|S, HLC-8 1 2 OGPC, ig^ai:&^l4^ll 
JS^r^lCi-S)) , GPC*7AKF8 04LX2 (BSW 

cEiSli 1 m 1 /m i nT-flo o ±K<7>jSJS<^*;V'i? 

Wi Wmgi (v/v = 4/ 40 

9 6) zS?e[2 m n:j§»L, 0. OlM o--hD7 

x^;n; K7v>tgKs (ONPH) mm. isnmm/ 

T-kV-y^JA'/J^.i'y-A'^l. 0 2/3 5/1 5) 
2inlt0. 1 5M 1 -J:.f-;l'-3- (3-v>>«f-/l' 
7 5 y tf ;u) - * ;i/ V 5 KJ®^*5^?B[ ( f ■) v 
>/j:-5'y-;i'=4 v/9 6 v) 2 m 1 ?rj!jDx.T 4 0 1: 

■es o«-Rjc&$*/cm^&<SE^S*l--&o ^^^tK* (4 

HI) Lt^, T-t h-h';;l'2m 1 -C^filL, 0. 5ni 
X.T6 0t:T*3 0^a£-$-*-&„ BDc-jK?: 1. 5N7KK 50 
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ittY')'^^iK}^^V^mirYm\ tU 1. 5N7K 

(/cm) im^ti>o-1j. DL-ILK*^iK?r^« 
i^Kt LT, -?-<0j»il*;V:K^->*'3l* Cmol/L 
Sr7;l'*';ia5^f**, if^ONPH^-^Mbft-CDL 
-ILSet K7V Kt Ly'wt #<7>5 4 4 nmtR5fc)t4- B 

(/cm) ht^t#, m-^#<0#egt (^'•7A) * 

[COOH] (mo 1/g) = (AYC) / (WB) 

***::fc<)T-§;^ (JiAT, :i«7):^aic±oT**yiM 

mmmu^Mm^ m^me i - 2 8 5 2 1-?-) **v» 
J4 9 ^. K t u 3 f Mb-§^*» ?> 

OfiSi^^rfflv^fcraSlll-^ (Encyclopedic Handbook ofBi 
omaterials and Bioengineering Part A: Materials, V 
olume 2, Marcel Dekker, Inc. ^9^5^)X^^MX^ti>o 

nhiM,m'tw<^^^i'Mm<7)iJ)^t'^v)^&itLx 

tl4K'biv^75n EP-A-0 8 3 9 5 2 

-^i^SSi-g-frJ »4^aoS5iia (^x.if«lftli«llii7K«^ 
!RFg3BB 6 1 -2 8 5 2 1 ■^i&»#SB) t |BIfi|0:fr 

&ifcj4-?-mc!|ii:fc:i?fticj: >)is^-c#-&, ^v^r^r 

t^SiJ(W, Tween 8 0, HCO-6 0, ;«;;W'-K+v^^ 
;Hr;i/n-;^, T;u^>K-?- h •) A^f ), -fS^J^pj 
(«^, p«^;i'A9'^>, :/nif;w/<9'^>'arif), ^?6<b 
?i'J(t«l, i^ibt hV-i'A, ■7>-Y-)U. v;nfh- 
7' K ■> *l iT) 5? f t * i:7K14!g?SSJ 1 1 -S* 

[0 0 5 6] ±UOGM\7::f-:^Vifz\t7>f^-y^ 
V (ffiL<l4, ')i-7'n^'J >*fcl4-e-(0Jta, it) 
»*L<{4ftm')*-rni.';>) ^-g-;tLTi:-&l^a 
ttS^jiJ (ff*L<J4, ')*-ynw»;>t^,:l4-?-0:fi 

(»iL<l4BtK'Ji-ynvij» «:-i-;frLT**l^ 
iS!:a-7^^'D*7'-b;V?r^*LT5j;E.SiJ) 14, AlliStt 
mi-^^ti^WLlimit&^^ip^X^Ot 
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ma i xfrn^iLm^j: t* mti< immi^j: f ) t l 

(»iL<<±, 'ji-T'DWt; >i7tl±-E-<0JS, iij^? 

V >; > * ti -f- ± 0 «^ 4 L < (iSSJ -J i - T^n V 

"i^v. ■t'-TiitOll'i •ja^^^r^**^ ^GnRH73'-;^. 
hi fj«7>5'::^-:^ h (»iL<Ji. 'Ji-ynuV 

4T-*)ixlf iv^o f^txtf, ±fESlflliiilLS)!^lclIi* 
/wl)S:#St LT. ^0. 0 ling^v^L 1 0 Omg/kgft; 

ffi L<»±$flO. 0 2nig^v^L5 Omg/kg{*:m, ? 
hiZ^tL<iiO. 0 5mg«:V»L2 Omg/kg#S«r) 
$6H56^^afi:S^-t*«-C#;5.o 4^c. ±feGnRH7:i'- 

(#»6 0 k glC^rU ICiJV^TJi. -®tCO§GnRH7 
h4/:J47>5':i'-;^ h (»4L<{i, V^-T' 

D V 'J > t 14 -?-<oig. J: •) » 4 L < imm. ^ - -/D 

1 5mgglSSrST*«.vMijBjP^l*9tc*^41-*tJf i 

v>o 4;t, {^x.lf±fe<0GnRH7:^->^ h*/>:l47>'^'3* 

($fiL<i4. >;i-7'nv>j vi/cii-eots. 

oiiJ3:l»«,f.# («^*6 0 k gizi^L) iciJv^T. -@ 
tCO§GnRH7=''-Xh4;tJ47>^=r^;^ h (<tfit< 
14. 'j j.-T'nU'J vi7t(4'?-cojg. it)ifiL<(4ft 
^<Ji-7*nW'j V) =Sra#*fjO. 0 1 3)^t>2 OmgS 

< Jiit?! 0 . 1 *»t> 5 m geS«:;8LT** vM4iKP^rttC«!: 

-^trw. ^x.if«Aofr3!:)l^«.f.# (^^fi6 0 k gicw 

U IwiSV^-C, -@Uo|;GnRH7::i"-:^bi^cJ47>5' 

«[f4L<li. ';i-yni^«;>i;tl4-?-<0 
ig. J:»)jfiL<l4SBSf';i-7'ni.>J>) iM'^S^J ■ 
0. l*»t>3 OmggS, H-4L<{4i^0. l*V<i>2 Om 



;29) #§§2 0 0 3- 1 1 3 1 2 0 

56 

ggl£> i L<l4|fjl ;>5>C> 1 SmggltlrJ^T* 
*vM4jSSi^rt(ClS41-*l.lf±v^ ■ft&Oij|!^<7)t&'g-<). 
fi6 0 k gaf^0t;jft»L^cltiS^t-5.-t**-e^ 

L<14, >; JL--/nu>; >4fcl4-E-«OJ£. J:i)jlfiL< 
I4»m'ja-7'ni.'j >) t-^;fr^«4!c14S^lt4AII 

M Tamoxifenirif) LTS4-1-'S - 1 1 "T 

10 0 5 7] [AIIJSE^t, SiaEr&jtSIs JfllWfT 

iL<.t4-~=a) <^ait> mr. Aiitsstaiisio-'^ 

(4, ±fE rAll}S}^t«^-^*t*#ft14IS?ii]J t;i5»t^ 

[0 0 5 81 AllJttn;«iiJ;lr#ffl*!g5^•#*t'^>^fe^fc 

1tS8SiJUii»t-&AI IS$iait#ffl3|!gJt<OgE'&S(4. 

is X O^^i*:!^ 35-»tt # U v - <^)a«Jt 14 -E" H^H^ 5 - 
*?,5 0aa:% (j!f4L<l4, m-moM&%) . *^0.1 

~i^5oafi% (»tL<i4, mo.\~-mwa%) at 

lf$!)0.1~*5j95Ml:% WtL<l4. ^l--*b90ifi:%) 

•c*;s,o AT imtmmmm'^t^i^\H»m^^')-7 

40 ii}»iL<t4*Jj5~*Sj80Sft%T-*)^o 4;^, AllStn; 
14^1 5-4 541:%) . m.^■~-^50Mm% (»4 L 

<J4*Sj0.1~ft)45fift%) > *^J0. l-*^j2 0aS% 

{mL<iim-mon^%) xh^. ai i 
50 ^^m. ^m^m. ^m^\t%matifi.m^m^ 
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[0 0 5 91 MmtKmatmmmm^^t^^WL 

14S^Jt:is<'»T"{>±fB Fai i^mt-^^tti^ifcltSi 
[0 0 6 01 AII}SfiLaii5J:trffffli|!Bj?:^*t^>l^te 

4.affii4fk-&^<^aa (ai iisim^ummm 

ait)) , [^i,zmm^<7)^m^mit^^i7\(.mmLxn 

0. 5~*^20fift%> ±>)«f4L<l4*^l~f^l 5» 

[0 0 6 11 Allte^aiiiiJ/^ffl^t/^-^^l-^^iBC 

» 4 L < > iSJgiiS-^J. «*ii*SiJ, ^' a * y-t 

^'^<7):^fi3!i^i!'^^r v^v-f ^ n * y^-t^P^rfflv^Z-ftlte-^- 
Si^JWSLv^o A I linmm (A I I)Stn:^^ffl«r*t- 

{cov>T(4. ±fat;t: rAiiJSja*«r-^;fi-i-^#iSc14SS 
KtcjSCT, JilTW (I) - (III) Olimizi^CX 

( I ) 7\^^^mm 
(i) o/wa 

-mmma^mii^io z<Dt^. All jsfiif^ffl 

v^o R*r«^«t LTti. ±|B FA I I JSfitm^-i-^t 
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^(f«btti. ±ieco*ig^j«^jB[(:i±^ia^pJtftjx.T<> 
iv^o siWitLTJi. ±ie FAi im^mi-t^t 

^.t LTfflv^f-Ja-g-, -AJWU 14*^)0. 5-^7 0»g 
%, J:t)itfJ L<(±*^l-*i)6 0S*%, m~^tt< 
ti*!j2-*5j5 0SS%*»c>Slf*v4o vi'nn^ 

<J±*5j2 0~j^9 8^*a%s #U»iL<J±*|j3 0~l«J 

9 5{^a%*»ibS»fit«.o '^v>-e. #t)*tyiA i ijsfit 

^^ffl^^t^-fb-^ifefciirffffl^ti. ^^^^it^hK^ 

^1t#>;v-o;frtS^iEj§je[«r*ffl*t~lnix., O (r* 

ffi) /w (Tkffi) i-7;i.->3 >^?^fiS;$-*fca. rftffl* 

^<r>imwmt^ -^!^w^-l4^lllffifr«<o*^) 1 1^-^ i 

0, 000ft, J:»)»t L<li*f)5f&~*!j5, 000 
ft> L<liJ^l 01§~*5J2, 0 0 0«*>t>Slf 

*i,-i>o ±.u<r>^im'¥\z\t%imink.x{> i^^o m 
'fb»jfciy^^ffloi^<7)ia]St UTii, ±ie PAi listn; 

USPJtL-Cli, ±ie TAI I}Sgiai«:^*tSi^ft14» 

z'&tfihm.x-m^^hKho is^ts:i^<omm 

^m^-th1j^tLX\t. ±ifl FA I i}gK;««r^*i- 

iS'C^^St i f>: I4ilgi§ L T^flX L fcf^, v ^ o * T'-b ;w 
<03giiB»c#«L-CV^-&AI IfStfi:f^ffl**t*'fb-&!&> 

fflS:Jnx.T<>J:v»o ^S^SSltfflt LTIi, ±12 fA I 

(7)t|Bl:||O(><07!i-'Wbii.;&o ttz. ±ie TAI IJStS 

Pi«:-^>tt'i>»ftiii!isijj <r>%m.mxm7F\^tz(nmm 
f^n±im.mhti^^^^nTm^Lx-7^ a * y-b^w 

[0 0 6 21 (ii) W/O/Wffi 



(31) 
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glJ1i(^ffii:S<S LT-r ^ ^' n * T'-fe^l' ^rPSt-S i t 

A I i^mm^^th\t^^iii.vF^mm'>ia 

ji >; If - ;i' 7 ;v =1 - ;v ^ h^<r>m^'SkW^'^ t in x. T ^ 

*!jO. l-.80«ft%, L<J±*!j1-7 0*1: 

*ffii:i±. -3ltl(7)$$tt> mm'&.i^'^tztbl.lZ [All 

i oiS^t» ?r *^ V t - 1 i4®*iS^<o^t^<^:^ 

fc^^tS^iEt LTtt. ±E FA I l^Wk-^'^^th 

J: L<l±^l -*^6 0*1:%, ^i:»*L<l±^ 

QtM.%-b^hm\iiM>o ^v^T% e>ttfcA I 30 

ffi) w (rtTKffi) /O (rftffi) /w (^l-TKffl) 

Ji-J!SWfc(if4ffi#«0*^;lf&~^l 0, 0 0 Oft. J: 
t)ffiL<<±l^j5ft--*^5, 0 0 0ft, t< li 

oft~f!)2, 0 0 oft*^t>siftv-j>o ±ie<7)^1•7Kffl 
of!Siij*(4«rK (I) {\) ■^\t.wsLtnmi>io 40 

[0 0 6 3] (Il)ffl^fSft 
15 (I) OTK^^^atcEmt/tA I I}SEfffflS:*t 

V 3 >Mimmim<om 0 . 0 1-1, 0 0 0 

ft, »*t<ttiK>0. 0 5-5 0 Oft> t<«± 5C 
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^0. 1 -2 0 Oft*>t>Slfn-J)o a7-t)\^^-v3> 

/ci4tt!^?fljm<^^b'&®«-eA I I mijii^mi^irhit't 

■C^fflLTtiv^o zntoizLx^htiti-^^ ^T^fi 
•f-t)V^^MLtz'^. ^•7'i'>^T-^*)igL^?#-L-CA 

4o i{> L < KrE ( I) ( i ) <^**^ 

[0 0 6 41 (III) m^^m& 

K ( I ) 07k.*l£jlftffitcfB«tfcA I I }gtn:ftffl**t 

^-fb-^ti, *^vH4$t>(c#ffi^«^b'&^, 

<o^Wimmmmy^)^im\'^x:^-:fi^- k^^t-v- 

1tmb?S?Srt(^*«^«^:»5l^-^^ ■7^^'D*7'-t;v 
•jZ«5?-e*>*tif, (I) <r>7\^<¥^miix%zm.t^W<r> 

'f i'n*-/-t;K0«3Sft (I) <0*.*i£*»ftt^e«Uf^ 
A I l}Stn:ftffl**1-*'fb'&^, flffflSIt;, 

1; -X >y r U - - ifc fSrffl v^-CSE^ a «rPIB L^O: 

<t|g^^, $t>tciiSDiaKi^LT^) ±v^o -cut) it 

55-»ti'K •) -^-ffy^mMB-i) i> vMiiilJD L/c^ffi^S^b 
'&ifeOia«^4UWl&t-C3l!»ftHiA»iliiJfPt?§4o All 

tmM^ammmm^^th'^M^mui. tot 
i^)^. iS)^, i--M^ii^^<om^mk mum m> 
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^]bt^\^(i^ ^nhi^mi y-i-y (Twee 

n) 80, m^o^mm^n. trjwog^t hu-^ 

j!fcffo«[!B!ra&fc*U^3^L-C^ilitt®ii?i']t LT^I^U-K 

IbO. 1-3 0 OA^m, ff* t<tt*5jO. 5-150/. 
m<7)iEa. ? lb l-ffi L < liS^J 1 *^f> 1 0 0 ;« m<7)Kffl 

[0 0 6 51 '^im.^n^\^-^tiii>k\\m^m<oWi^ 

v^*J*55r o Tv^-C J: < , ^^^tKtc. CTfiSWfiJWtfei: 

10 0 6 61 AIIJSfit*t#fflmtl^'i-^t'5>»Sc14Sa 

#ffl^%o;fr?AfiX-*ntf iv^o A I IJSE^^ffl^r^l- 
^'fb-g-^<^llll/w*)<^S4-l:tt-CH, ffSxIf, ^Wl 
ttSlSJ** 1 S^iJ-C^&Ji'g-, *f t L < t±x «A 1 A 
a/il9^O.01mg~200mgAg#:S<7)KH, $'5l*tff*L< 
tiffjO. 05mg~150iiig/kg#m<7)KH*» 'bSllS^C: t jJ^X- 

#ffl*t)<0 1liayci)«7)S4ftt t-Cli, t^x. 
If, ^J5t14SSSiJ**l 34»^SSJ-C*^^i'&-, L < tt, 
fifeA 1 A^;t •)*?j0.05mg-200mgAg#:S<'5^B*^^jil: 

m^^^^-fi>m.^m\<r>^^i\u mA i a^/>: ^ 

UtL<\i.ffyO. 0 5mg--5 Omg/k g'*a<oe 
$^U»tt<JiiSS>0. lmg-3 Omg/k 

Km. Wu^mtim. m^nKim. ttmm^n 
m. 3i^B. ei-nta^) ui®^, ai i 



J2) #^2 0 0 3- 1 1 3 1 2 0 
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10 0 6 71 *^?q<o^jaiiBiiii. a;t & 0 . Si* 
mm ■ tMit^m.. mt. • ^rm^s. 

(0 0 6 81 *IIW<^^&14S*li^ »)*?ttl«?L 
i)% (f^^ th, 'fpi, O-t^*, 7 7 ■v^^T.^t') 

r > V > 1 Lmmt -^Jdlt^JRite^fe i 

i6^«. 'ii^^-t. i'L-m^. ^.it'L-r-'kiiii^o^M.m 

20 -g-tflitt'L^^ife, ft'b^, 'UaSjJ^. ^SM, « 

ijio^ma^ m^&m. n^^m. ix^^^ s^t 
mmmfskm^m^i b') > m^iEif, -f >^'-'<>-> 



63 

m<r>m®^ ; ^^fi • : mmomm ; mm 

5^. if) , miK • sifisi^.e. m^mm^ 

Mmm. mm miim^m. sttu >^^m. mim 

mom^^ rt^»j^,f- (7->'v>?w> 
D ^ -7 7 i ;w b - 3 r^R, iK.ms • ^tetts^^a (ffii 

ffi> 9P«j^,m^ ?L^^A^ ItiSi^iS'Sr t') . 

EifliiS, b ^ -> > ■> 3 -y ^' t') . :?#iiiit^^.t 

«>if) , sDfftjiiiE, \mM'^&^^ 

BO Jfc >{> , iiiMSfbii, -mMM^i i^nl-^i fz li 



33) #192 0 0 3- 1 1 3 1 2 0 

*t-5o Tmm(omm.mm^t. ai i}Sfiiai<oii[«w^fcit 

1^ t ^ 7 > r > V > I I ^tttt iS^E * 14^^ 
ff>1SuiaMm<otiMit^£i>mS.tLXiU '(.■'MS. 

20 'L-Wi&. m-i-M. 'L^SJsfe. ^SM. SM, 'b^ffiffiS 

if) 'if**^»fp>*i.4o f^mmatLx<r)%imnm\b 

m^<r)^nitti^mB,t LT{4. 5l^ffil^#^rf*W 

<b*t-5,o ^mm^tLx<r>^mk<r)ntkttiii>^s.tL 
itMm. mm. nm. mmm. i^mm. t^mm. 

iE7 > f > V > I I ^«1iS^K.f. t B*M#=Sr** 
10 0 6 9] ;*:||?g<D^ft14E*li> ±fiLfzio te^ 

Mim^^x. ^xif, isesij, tst^J. mu mm. 

50 tnif^t Lv^o 



65 

[0 0 7 01 mmm. mm. mmmM^nmm 

^ i; xf - V V V 3 - ^I'S t o Jt-t (4 @#-C*> 
[0 0 7 11 SPfe#ffl<0@?f^fe-^SMt LTI4. 

■fe;l/D-x$|. t^T-Y^ 

y . -^fiKxti^^-g-^*^*' V -^-mx^t 9- >; -t v vm t m. 

-}.:^7j^a-)i^ i^:^T^y^j:t'<r>ijimm. MM 
^^'^f-T'f yi>'^ixx^^^fii>:iti>x-^ho ma 

^^■m<r>mni. mmtLxmm^fii>^-7n^i^ay 
[0 0 7 21 *i§?go^tei4B*oiS4*i4. m^<r>m 
^-^ilfSoa^c^Jis^Sti^ '»fi^ 
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2J-:jit) <ommxi>ho fflM^aii-Bis-^ftSr^ist 

^tS.LX^if>hiii>o *%WO?-E;&i/^t4?&«^pjlc45v» 
•C, -f^mfiLflKftlil B~it^^tCllll*Jtl4 2ilS# 

[0 0 7 31 n!5. ±IEAll}Stn;fPffl^*t-J.^k'i-»«i$ 

T**")«r*ittt^fcv^o Aiifttsaisriajs^'&fc-a-r^fc 

;&:*:|SWOl^J!c1tlS*l4±IB<0#ttj^BO?&«f^PJ4 if i: 

l&^^r t'T-jg^E U tz^-^X i,. 7 > r > v > 

*«Wtfe-C*)«), $iblc«H&iliiE?&«lf*WigPl£4-»;J:^ 

7 > X > V > 1 1 fSfetf^ffl i^i-^it^^ i^LX^ 
filSfl<JU7>¥*r>'>vil<0f^ffl«:»ililJi-«>^t 

fi^K<0±#^t') , iiMHi^^-^-'f h*>f> (POGF. VE 
GF, FGF, ^y^-'a-ity, "raF-a, MCP-1 5:^)0 
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mm m. mmmmm.iffiir-wommm. mm. 

^mX'i>i,o fiiii&MJimSli^Ht-^llt^ (Hepato 
logy 1994;19:595-601) Zblfi^hiXX^^ . 2|c^Jt? 

hx<n7>^i^T>'y>\\i^^m^^tMt%m im 

ijVT'^A'^y vP^-tf-^u, *>7'-t;i'5'>ii 
f) li. HGF (Hepatocyte Growth Factor : fFiBJaii 

i t i f) . IB««^o|]SifiilrlSI«o^|» • r&jt^ 
tLT(±, 7>^*x>->>lHt^^pJ(7)gPS4^J^- 

S 7 > T > V > 1 1 »fii^J t iS5lSc143HSJ tC-i-* $ *V«, 

7 > t T > -> > 1 1 tStJt^J li i: t <7) T-*> o T t glj 
Of*oTi±i/^o tTt. 7>+**T>->>-|IJSt)t^m 

fin «:^ftigPiS4LriJv>T, SM<r>m&i^imm. 

<0^«[14S^J t M# 7 > r > v > 1 1 Jttii^] t 
tffl$a'&^iMI^E^PJ(igP?PJ)^#fflLT'J>J;v^o S 

HMG-Co AStEK^ (3-hydroxy-3HiethyIglutar 

yl coenzyme A reductase) -i* > ->j3. 

tt3c«^. #^^if>r63«*, 'L^jSissn. mnm.ms.^m 



(35) #H 2 0 0 3 - 1 1 3 1 2 0 

mi? • mmLmiS.\^mmttz\m^&xhmmi^ts% 
mmmt^im<o ) tm'~.^m^ixxi>^<> z<o 

m^k. ^fih<7)it^!&imoSiMtLxi&^-^iixi>i. 
< ^ t fz-e,^iz i i) EBIS^PJ t L X^moMMXiSi^^ 

rv-Y, viA7-< T'av;!'^) . 

'i>r>mmwx^i>o tfz. i':kT<^m^mm m 
20 ^<o ) toa*'g•^^■€■^>prte■e*So 

-h) ] , f^mm m> acebi^ii, (w^vkx 

jy9\-y {7n^ri^y» ^f] , ACEffi^m, 
m. -7 u 4 >mj^-r yy^'))i' (u^'^-x) if] , 
ca i^mm m> rAoyevirf) ijiir^ss^jg 

40 (m. r^u^r^A-i/ K-^w (7;V7 7 0-;i/5rf) , 
iDi^i/h'Jt-n^ (D*;i/hD-;l') ^) , 
« i;?,hnyv, x;^ h7Vvt-;v^) . 

K2. lfi'$>K2S^?J *i-TYV/> {try'r 

-) if) , tr;^*;^+^>K.^,s?^J (x^Kn^—hi 
f) , fuy.9ifyyvyE2. yy%it^m m> 7 
•^'fb^J-h'J':?^^) . (BMP) . jgui 

wwm.nmm'i- (FGF) , A/m^mmm^ (pd 

50 OF) , h7>^7*-5>^«SHT- (TGF- 



(9 

p) , >f >;^';>iK«fiH^-iRyf2 (IGF-l. 
-2) . Bi¥4^clR*;i'*> (PTH) . 
:2j^EP-A 1 -3 7 6 1 9 7-t^#, EP-Al-4 
6 0 4 8 8^&iliJJ:y^EP-Al-7 1 9 7 8 2^<k 
^IB«0<b^!fe (2R.4S)-(-)-N-[4-(diethoxyphos 
phory I methy I ) |*eny I ]-1 , 2, 4, &-tet rahydf o-4-n»thy I - 
7, 8-fliethy lenedioxy-5-oxo-3-benzothiepin-2-carboxain 
ide^) tai^; 

9, ^vv<f^, fcA-v»j>, ^^ifr\/uy, i^>; = 

y7.^jy, t^'yfi/-^ 

{m. >Bi,B2,B6,Bi2,c^] . ^J*J£l^*^^ 

(7 > 7^7 7*-;!'^) ; 

-Vy-fVn^U {^-iu-y, ^n$7) >if ; 
^7n— lf^lBlPf&«3l : ant, »^SiRt LT»ffl$ 

tv;&Xrn^ KjtftlCfi, fvV-Vuy (-/W Kjh 

>) , a''^i'K>-?";l'7'VK-7'D>t hV-^A (7^1' 

HMG-Co A«X»3j||l«|||:-b«;/N-J^^-f V, T 

hn/N*;?.^'f->. 7'7^<;^^'^7> v7/-v';^5'^>\ 
^'/^T.i'^v, a/N';^:?^^, 7;l'/<;^^'^>. (+) 
-3R, 5S-7- [4- (4-7;l'*07x:::;W) - 
e-'f 77'ne;i'-2- (N-jtf-;u-N-X5'>^;i' 
*^;w7$y) tf'; = ->•>- 5 -3,5-vk 
KD+i/-6 (E) -^-fT-yWit'; 

-f) ] , mm ACEiatu, (w^v^x 



(36) #ga 2 0 0 3 - 1 1 3 1 2 0 
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i-y-f'))^^ ) SlfCa JgfiilSI (T^y t' 

A (7-7T'J>) . Affi^SB^^XalflSlli'bO'U 

»^ Ct^. tPA, ■t^n+'t— t?) , tjHtyhmm 
77.\Lny, ;^;W7'f >t:v7n (7>'7-7>) , v 

v>) , yxi7.9'/-)\^ {rfV9-P) , GPIIb/llla 

m«*2:?6ai: -7ive>, v;l/^7-fA, -ZiyV 

't^jSiftSII : 'iMk T P - Kffl N a -H^Jftffi 

^AifeiSII: 7;<>ii'j>, 7-th75y7i>. #;^rn 

)vyy.-y^ yt^i^^ . mm.mm] rvy^y^^ 

t'] . '?r<omSM7-ify:^^y. ^yVtiyxV. Vy 
~y:^Y. ^^-th? K, 7 7 r— {r'> v 

titffl^il : 7;^+;^'^b^J. ft^JttiL^Js iKmmiiiji^^ 

30 mn^mmm^jit 

> ■^Mm.^:^vyvt-)i^fj:t') . ^m^mm {^^ 

>m^'*+v7x>'tt') , • T-^^Mr&flR 

m imMi' i^^oi^y^ mj^-fy'/'yy. g^K^'D;i/-7 

40 !®*ffi}&3^ : m. ^±<\^nm\ (Jss^-t 7 r ^7 

A. i^^-lr7*7*7'7>, 7>e->'j>'=tf:*) . it^m 

*t»^6<jS!tiPJ (y^'f-^li, ^a^^^nyj >^cf<ojiii?e[ 

<t-&?Sjt HGF, VEGF^OJllltfr^'fSjtH^i^cJi 

50 h<Dmmt:^m<om.ii9mi:ifs.^^i>-txm^^i 
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^ixf (B) ^Mmtmm. M.m^Tm. \~m\\tLtzm'<f(n'm.^m)^. w\m'. h^^^\m 

&i\z.ff^^fi^ mmu e-^sK ^mitti^t mmi't^thryfn^tzmfxi.'om^imm:^^'^ 

m^Lx^mtL. ^m^<r)'mL'&L^nt%\]^v^i>h^^ Lxmm-ri>tztf)(n^mw£}^i'kM-t-^^m^-yY 

tz^i%. ^\\^\zm\itLtzii>(r)i^mm:.^^\^ii^i 10 t-, ib^vMi^KM^riJ'/^-CgiJ^ R-Jtl&i:S4t 

JtSteStai, Jlllll|i|TilUJ:0%flSiliSt&i!jS!lS*»'baif y h^rif) «rf t*IIWOg|S(r-t* itSo *^*'*lfe«C 

Pitnttt^o KAiift^ii. jsiiiiEf&flS5^> jfiiiii^T •■ ^JJ > s-^mm^mm. ii«pfT*, ■^imM.&ihmm. 

miMm^m^ti,x\t±xLLtzi><r>tn^<ni>ff) m.%m. n^mwm^mm^tif^mm-b^hm\fiih 

ic. ^m'&mmtmmtL. mwm.mat lt^pmi- 10075] *wffl«*-ci5Effl B&-f-<'>^'*»±^<^ 



N(4H2-furoyl)Gly : M-r b 7 K Kn 7D^ A'^^'U ->>^* 

NAc : N-T-fef-^W^ 

D2Nal : D-3-(2--f 7f-;U)7 7->!^* 

MClPhe : D-3-(4-^'an)7i-;i'77->^» 

D3Pai : D-3-(3-tr';v;v)r7->2^* 

NMeTyr : N-p< f-;Wf^n -> 

Aph(Atz) : N-[5'-(3'-r5/-1'H-V,2',4'-h>j7V';;W)]7i- 

meAph(Atz) : N->^;M5'-(3'-75/-l'H-r.2*,4'->';7V'; 

;l/)]7i-A'77->S^ 

DLys(Nic) I D-(e-N--3^y ;l') 'j vV^H 

Dcit : D-vh;i^';>^* 

DLys(AzaglyNic) : D-(7^fi^') v^U-^f^y ^;l/)»J v>^* 

DLys(AzaglyFur) I D-(7if^^'; v;V77-;i') V vV^Jg 

DhArg(Et2) : &-(N,N'-va^^;l')** 7;U^*->^* 

DAph(Atz) : D-N-[5'-(3'-7 5y-rti-r,2',4'-h';7y;;u)] 
7j^-;u77-v^* 

OhCi : D-**v^/^'; 

Lys(Ni sp) : (e-N-Y V 7'n fc';!/) "J v 

hArg(Et2) I (N,N'-v J^-^;l')**7;w4F- 

D2Nal : D-3-(2--?-7^;P)7 7-V^^ 

08er(tBu) : O-tert-T'f-^l'-D— fe'J > 

DhisdmBzl) : N'■-'^>v/^-D-l;;^.f'v> 



^O^fe7 5 y^lcMLx B&-^t?a^1-'5)J^-&. lUPAC-IU U- (European Journal of Biochemist ry)ISl38^, 9 
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[00 7 61 

+ [ [2' - (4, 5-vtKn-5 

7-*;»'*'>K ib-S-^AtftSBt*) 0.25gi: 10 

/25 . »^¥i^«-T*iO,700. |^¥^^5-?* 

6.100, M^^^§Li~i^i>m-^»^M3,770. ^it^m 
Xm^) 2. 25gi: V ^' n D >3. Sml t ^ 5' y - ;H . 
5inlt<0iS«lC^)SL, ^*18t:HI|giJLTiJV^/c0.lX 
(w/w) -i^ V e- ;P 7 3 - ;P7K^lK500m I IcttA U 
^--evffi** 5 ^-y— ?:fflv\ 7.000rpmT-O/WJi-7 

ffiS:Bft?-<i-^cm, ^'6*SySS:fflv»T2.000rpm-eM* 20 

A^I49. 25«T-ab o /Co 
10 0 7 71 ##^2 
it^A<r)2 i-V') "i' AJS0.»gS:O.4ml<D|gS7|clC^)B 

ISH:) 2.25g$:v'*^'nn^^'>4ro|-C^fi|L7t^«tii,'g- JO 

eSLTisv^TtO.lH (w/w) 5}^'; li'-^WT^wn-^UTK^ietS 
OOtnlttJtC^AL. ^'-e>-S!**5*^^--^fflv\ 7,00 
Orp(nT-W/0/Wi-7;U-> a > t t/t, i<DW/0/W 
;p -> 3 > Sr gja-C3I^IBIlSI$ L T v n n y ^ > «: 

O00rpni-cii*t;^co ^iimim'S:^iZ'f^mk. ^hK 

^j»LT*J*t LT#e>iifJo lUiR^tiSOX, v^i^o 
*7'-t;Kt"-x(0'fb'g-<^AOltA^I437%T% v^-^rD* 

y-t;p(f'<0'fb'&-ftA-^li3.7S{-eabo/c„ 
10 0 7 81 ##ta|3 

jfc'&-t»A0.4gtaB6*'&f*^x^A'x;^-r;l'f^ (ILKS-g- 

<S14;K>Jv-, Sft¥J^^?-i:iO,200, ^¥1*J^T*5, 
680, m^mxm^) 1.6gt«rvi'na>5'>3.5iiilt 

^^y-;i'2.5initoiS«[tcS<»U ^«>i8t:»risafL 
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3-A'*S«[800Ml«»caAU :?-lf>S**5*-9- 
-Srfflv\ 7,000rpii)t?O/WxT;Vv3>tLfCo ^«^) 

0/Wx-7;U-> 3 > ^g!gT-3B#RjtS2LT V n n 

'L^«-f!t^5:fflv^T2,000rpn)-eJf*Ly>:o ZHinxm^ 

^xn^Wi^k. ^i^^mix^MtLx'i^hixfz. mia 

6Jj-e, v^i^n*7*-t;i'4»o<l:-^A-«l4i7.lX-Cab 
10 0 7 91 ##^4 

2-xh#v-l- [ [2* - (lH-xhvy-;l'- 
^) 0.6 g 0.02 y«m<7)^'(kSI& 0.09 g i: $rfL 

3 - ^i/^^m-g-fi: (?L^/ i'- >; n - )m 75/2 

5 , Ai^i^»^t 14,000, fc¥i4>53-i^ft 

4,200, *«3l^ftt:J:*l^¥*^^« 4,090, mm. 
mmSS) 2.4 g ^v^'nap<5'> 4.5111I tx5'y- 
;w 1 ml i:tz^^L;^c^}iS(-^J)PL, 12 Pf^SST-IS 

* IsruWfiSLTiJV^/c 0.1 Am ^PVer-^WT^Wn 
-Jl'TKStR 400 ml tftC^AL, i'-tf^a**?*^?- 

7,000 rpm-r-0/Wx-7;Uv3 Vt L/io ^ 
O0/Wx-7;Uv 3 > SrSia-C3^P^li*#LT v^' D n 

> ^'Vi:x:?y-;uSra»$Hi-, «fflS:H<k$-*/cm. 
a'6fl-fi«*fflv^T2,000 rpmT-if*L/>:o ^Iflinxf 

#»4l8.83«T-*-o/Cc 
1 0 0 8 0 1 ##f^ 5 

mm&mi 0.057 g {ciehl/^jji^, mmitm 

•^<0'fb-g-tlB<OitA$t4;975(-e, v-f :J^n*7'-t;V'(t><^ 
Vc^m B -t-filiig. OXT** o tzo 
(0 0 8 11 ##^6 

B m, K'fbii^i::^ i imm- >; a - i^wmt. 

%W^^^iX^il 0.9g, 2.1 g, 0.12 g K^iX^'iX^ 

f, v^^'n*y-tA'«t'<0'fb'^B-g*J427.8X'^*>o 

1 0 0 8 2 1 ##t^ 7 
S^-fbS^*?: 0.18 g \z.W^\^tz&.^. ##0!l3 tlWlfll 
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[0 08 3J ##058 
it^^B 1.8 g t&S 0.02 fim<DmtM^ 0.3 g b 

5/25 . 14,000, ^W-^^^ 

M. 4.200, 4,090, m% 

amxm^) 4.2 g Srv^^nn^^'V 9 mltxJ'y- 
;u 1.5 ml ttciSiSLy'c^ffilc^iDt, 12I^RmS-eS 

J6l5X:tcptBLt:iJv^/c 0.1 afi5( lf-;P7;i':3 70 
-;l'7KSje[ 800 ml tfl-aAL, i'-Vf>S**5+-9- 

7,000 rpmT*0/Wx-7;vv3 >i: L/Co i 
CO o ;i. -> 3 V ^ giaT-3B# P^|ftf|2 L T v ^' n n 

a'6^ai1il«rfflv^T2.000 rpm-effl«L/wo Zflinxf 

L »* ? ^' n * y-t ;v l±i!'^l:<7)-7 > ^ 

BO»A$l4945(-e, T'f i'n*r-t;H'Ofk-^B-& 20 
ftJi26.85{f ^cTto 

[0 0 8 41 ##M9 
-fk-g-tlA 0.3 g teS 0.02 ;mT)OK'fbffi$& 0.05 g t 

.5/25 , Sl:¥*^53-^s 14.000, 

1: 4.200, *^«3eSlcj;;j>i:2pj^,^^^S 4,090, ^% 

fmnn^) 0.7 g ^v^'no^ ^'V 1.5 ml fc^i'/ 

-)\' 1 ml t»c^»L?t®«[iz^ijnL, 12 nnwA-^ 

^)sb i5'ClcPS5LT^v^/i 0.1 -im ■¥')\f.-)Vr)V 30 
3-;U7K^}K 300 ml tl'tcttAL, 3'- Ifva**^ * 
-t-«:fflv\ 6.500 rpmt?0/Wx-x';i'V3 Vfc Dito 
i <0 0 / V -> 3 > ^ gzaT-3^rB^ W^S^ L T ->* n 
a ^ ^' > t p( ^ / - ;p * Wt^ ? -ti", Hfk $ 
^, ^'6^fit«tfflv»T2,000 rpm-elf*L/Co >ltt?r 

-g-!feA<^»A^P»±9l5<T-, V-f i'D*7'-t;i/»l3<0'ffc'g-!» 40 
A-&ltt25.9}fC*oyt:o 
10 0 8 5] 1 0 

it^'^B 1 g tWS. 0.02 ;umOK'fl:ffii& 0.18 g i: 

(?LM/ 3 - -^um 75 

/25 , St¥i*>«^ft 14.000, Sc¥J*l^5^ 

1 4.200, ^^^^llCi-SSc^i*)^?-* 4,090, ^D^fe 
*E^I«li{) 1.8g trvi'nD^^V 5 raHC^»L/iS 
jEU^SDU, /J>ffl**yt'f^f--e eOiJ-'WIL'ffcS'&t 

LTiJV»fc0.1 filX sKV lf-;i^T;W3-;i'7KSjS 400 50 
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ml tU^AL, ^-eva**$4r-9— «rffli'\ 8,00 
0 rpm-eO/Wiv;i/v3>t L/co dWO/Wx-r;!/ 

-li-, rfiffi^S^b^-t^r/c^, ^'L^^5-Sl^^ffl»'^-C2,0OO rp 

uij-:f-b.Mt'P^<r)-7>=.Y-)V^T^mLtzWSif.itl& 

n * y-t A' t Of b-^!g) B ti32. OX-e* o fco 
[00 8 6] ##1^1 1 
0.8 ml (^x5'/-;i/$:v'^'nD;)« ^>tci^ttlL, 12^ 

y^w^lii-llife^!! 7 t I^^IC LTv^ n * 7'-fc7W^:^#;to 
■7-firD*7'-tA''4"^<D'fb-&!»BWSA^«±95X-e, -7 
n T'-t O-fb-^^^ B ^1432. 05Ce* -a ;to 
[0 0 8 7] ##t^ 1 2 

1- (v'^'D'^+v;l/:t*v*;i'*'-;i'* + ->) xf-;V 
2-xh + v-l- [ [2' - (lH-rb7y-;i' 

5 5^v-;i'-7-*;v**+->-7-h (J-JLT, -fb-g-t/ct 
B&|fit'&) 0.9g i:fL^-i5^';n-;uK**^^ (ILK 
/tr^) n-;!/® 75/25 , **¥*^5H^ft 1 

4,000, m¥l«)^9^fi 4,200, *®»SeStcJ;^iBt¥J^ 
^T-l: 4.090, ffi**E^I«IJ) 2.1 g ttv^'DO^ 
V 4.5 ml i:x^'y-;p 0.7 mlOiS-^^iEtc^^lL 
;to >I<OS?St::|iS 0.02 yum <r)m(M.^ 0.15 g 

iniu 12 i^KSia-est^affL-cgSf^estJts 

?K^#fCo i<^^?K^^i615'C{CptgLTi5v^;t 0.1 
mB:5{ 'i^V t*-;u7;v='-;i'7K^?S 400 ml *uaA 
L, ^'-eva;^*^^-!}— ?rfflv\ 7,500 rpmTO/ 
Wxv;i/v3 >fc L/wo C:oO/WJcv;i/v 3 Vir^ia 

Hi-, ?fliffl*afb$-^7tf^, a'6^3-fiis«-fflv^T2.ooo rp 
x.x^%mk. mmm\^xws%t\^x'^hMzo 

^D5!;y-fc;i/tt>'\<0'(b-§^COifA^«i965(T-, v^^^ 
o * y -t /Kf <0'ffc'g-^ C '&1:J427. 4X-e^ o f.:o 
[0 0 88] ##^13 

m-fbSIS ?S1)P \.fjii)-otz Jiin, 1 2 t L 

X-7^ ^/uii^f-tfi^im^LtZo i^xiij-f-t)^^^ 

'&i»C-^l430.0J<T?Jbofco 

[0 0 8 9] ##t^l 4 
-fb-g-^JC 1.2 g tfLK-^'; (fLK 
/if^)a-n,^ 75/25 , SiT^^^l: i 

4.000, mi^^& 4,200, *«3l3eft»;J:*St¥J4j 
4,090, «3fe*6aiI«S) 1.8 9 t«:-:^^'onj< 
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10 



20 



9> 5 ml \zmmUzo wO^jSueS 0.02 
itmSk 0.18 g =Sr«ttlL, 1 ^WSiS-effit -jtt^LT 

LTi5V»/^0.1 *''J t'-;i'7;i'n-;W7K§jK 400 

ml ^tC^AL. tfflv\ 8,00 

0 rpm-C-0/Wiv;l'->3 > t L/Co ::<00/Wx^;i. 
V 3 > «rSjaf3I^Haff LT v*^ o n ^ > *}ift$ 
Hi-. ?ftffi*Sit$-ii-7t:m, jt'^^JillS?:fflv^T2,000 rp 

D * -f^Mt{}^(D-7 > - b - ;i' * S» L fw^S^KS: SO 

n * f-t )l"P<r>it^^ C -i-*{i35. 9X-Cab o ;to 
[0 0 9 0] ##{^1 5 

B#4li19.8)6T*ofCo 
[0 0 9 11 ##t?!l 1 6 

A-t*J±28.4JfTabofCo 
10 0 9 2] ##tRI 1 7 

2-xhdfv-l- [ [2'- (lH-Th7y*-;l'-5 

V-;v-7-*;i"K>®? Mk-^^B) 2g tmm.^ 

(TYPE V. ft3fc*EIIX*S?) 0.36 g t ^ILK-^'U ^ 
--lUK^S-^ft: (ILK/^'; 75/25 
%) . 14,000. ic¥l^^^-*4,200, * 

J: ^Wc^i^^^M 4, 090, «5t*E«X^iS) 
3.6 g tv^i'DQ^^' V 11 ml ti#'/-;i' 0.4 ml 

LTefl3LfcSffi«r#7to ^<r>mmi^i(> i5x: muss 

L-Cfev^fc 0.1 'i^'; ex^VT^Wr'-A'TK^iK 80 

0 ml tftc^AL, J'-vrva*^ «-fflv\ 8,5 
00 rpmT-0/Wx-r;i'v 3 >i: Lfco ^OO/WxvjP 

-/I'^sticj-fr, *iiiis$:@'fb$-^;::m, m'i-»t&mm*4o 

: 1 kg/ci# 

l£**^APiaa : 9ot: 
^jismpias: 40-43X; 

[0 0 9 71 ##052 2 

0.996 g fc^'ifJILiK 14,500, Si* 

*Ellimili) 3.67 g * V n > 7.5 ml i: J< J' >' 
-;l/ 3.5 ml tUjgfllU^c^ietZ^ijnL, 2 I^MgiS-C 50 
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*v»T2,000 rpm-CM^L^Co -tv^rff imSTKU^Sc 

'^htitzo v^^'n;*7'-b;l'*'^Ofl:-g-^B<^SA$(± 
98X-C% -v^f >!'n*-/-fc;i'+(:r)<t'&<feB^I±33.0)6-e* 

10 0 9 31 p^m 1 8 

^@7Ko.4mi iimL. 1 4m^<r>^tomwi:mi^ 
^^i^'i-^^-izii>im (aft) m-&uiesiL/.:ja 

i1-> 7 tragic LTv^i'n*7'-t;i'«r#yio 

•7^i'n5!;7'-fc;u4"^<?)-fb-^tlB<OitA5?li9756-C, "7 
^ n * y-t 4" co-fb-^® B-g*li32. 6%Vi> o tZo 
[0 0 9 4] ##1^1 9 

^in3ia**4r 0.08 ml ugESLf^m^, mmi 7 

tmWizLX-7 4 C^^*-f-t)i'i^fzo -r-f ^uij-f-t 

'^<Oit^B^Rii32.5%Vi,^fZo 
[0 0 9 51 ##t?92 0 
it^m 4 gtK'fb3Ei& (TYPE V, ^PTfe^EHI^S?) 0. 
72 gt^, ?L®^-^'-'J n-^vm^fi-^fr (ILK/ 5^ 'J =• 
-)m 75/25 (*;l^%) , aW-i^^l-i 10,600) 7.2 
gSrv^'nn^ i'V 22 ml tx^' y -;U0.8 ml tK^ 
mLtzmmzmmt. -?-itc|R@7K0.16 ml^rSnx.;:: 

j:-&^tic (ftfb) zs^^ifv^ ^^mLfzmmimzo ^ 

<OlS±t?fi^^, tSiiL.T#;t^j^tl<0^*><05 gtv 
>- h -M.4 gt ^ m-g- tf>:#, 7 h 5 ;^^fi (A 
-OJET, -b^i^y^mm) Srfflvv ^ff2 kg/cm « "C^ 
<^?^L-cq^i$;fiT-@21 ftm<7)^^^imZo Sbe^-* 
to-fb-^-i^B -t-MliSl . 05<-eab o Tte 
[0 0 9 61 ##fi'!l2 1 

##012 otmm:f; • «fifT-^3^ (?Lfb) m^Lxmz 

&mLfzmf^i&.T<0^n-T:^zfly-Vy^ (Mobile U 
inor, xn->*-v/0^) LX ^ 4 >TtiM1^ t LX 
¥J*I«£i^S32 ;/mO®iti^?:^#f>:, 



JO 



1.2 mm) 



mtoimLxiti-tt^mmtz. z^mmfit is 

7K^?K 800 ml *lcaAL> ^'-tr>S**^ 
fflv\ 7,000 rpm-eO/Wx-7;Uv3 L;to ClOO 
/'Wx-7;i/v3 >4^gia-C3^Wa^L-cyi'nnj( 
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JtA^lilOl. 6!{T\ -7 -f n * ■y-t)l^<Dit^m^M 

[0 0 9 8] ##002 3 
it^m 2 g tS^^2*ft!fe (^D5fc*EaiX^S5) 
0. 757 g t m.im^ (TYPE mWimJMm 0. 277g 
«:#'JILK 14.500. «5t*£mxst 

») 3.64 g 4-✓^'OD^^'> 7.5 ml t^i'/-;!' 3. 

M L/i^m. ##tRI 2 2 t D :^ -f-tJV 

i^fzo -7 -{ V i) •y±)U'p-^<7)'\t^m<r>mxmt}0 
1.9K-e> -r^ D * 7'-t;Kt'Oft'g-!»B-^»425.9!{-C* 

[0 0 9 9] ##«n) 2 4 
-Ib-i-tlB 2 gtft^l& (fOjfelEliX^S) 0.996 gti 
IL^-i^'J n-^i/gf^S-g-ft: (ILS?/^"; 75/2 

5 , Sa:¥:Kj^?-S 10.600. ^O^fe^iE^III 

3 gtv^'DQ^ 5' > 7 inlt^^'y-;U 3 ml tlC 

kz^wi^s mnnmizmmu miat?i6i^M«se«iL 

•ci£»l5t#7to c:(;)IEJ^%^?LSi50 m(r>m±xmM 

0.4 gt^a-^L/^m. 'y^y (A-OJET, -b 

'fvVdkUSi) im^\ kg/m^ TiS.imVi'L 

-t#l429.l5{-C^>oyio 

[0 10 0] ##{?S2 5 
^fc-g-t/B 2.0 g fc'J:0=~fL^-^>J3-;vK**-&#: (IL 
K/^^'Jn-^WK 75/25 , ^mW-^^'f-M 8. 

700. ^amill^S) 3 . 9 7gii^'^VU:i9y 12.7 
5 ml .. p« 2.25 mli5±U^^0.136inLc7)jSffiH 

msmifd isr tci!li{LT4JV»/c30iiil»BaE«&i^*n 
0.1 Sfi5{ kr-;i^7;u3-;i'7K^?e soo mi +i::yi 
AL. ^'-krvS*^ $rfflv\ 7,000 rpmT'S/ 

0/Wx-7;l/v 3 > t Ltzo i(7)S/0/WJ^-7;l/v 3 
VS:gST-3^HaE#LTvi'an^ J'>. ^^^y-;!/ 

^txmmmwL^^. ^'j-r-imit^'^ttzm. i^'L- 
^at^*fflv^T3,ooo Tfmxm^Lfzo ^fiimm^ 

LfZom^^ilfz-r^^u-fj y-t Mii^ttm L X^M 

A$(494.956T'$>o/io 

[0101] 2 6 

it^B 2.0 g . K^bS$& (fi^-ft^X^ff) 0.37 g 
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m. 75/25 (•€;!'%) . aft^J^J^?-* 8,700. ftpfc^E* 
XISS) 3 .agtvi'nn^ J'V 12.75 ml . ^^'y- 
;u 2.25 mli5J:lf»K0.136mL«)il}RUiS1!niL. SiST- 

1813 HIBffiLT^V^Tl: lOmMft^i&jSiJPO.I 
j^'j k:-;V7A'3-;l'7K^jS[ 800 ml i-ttXL, 
tr>a.i^*^ 4r^^— S:fflv\ 7,000 rpm-eO/Wiv;W 

-> 3 > t L;to i<00/WJ:.-7;P-> 3 > frMiS-CSBlH 

10 il!iffi«:Hfb?*^cm. ^'^*St1ll«:fflv^T3,000 

rpm-ea*Lfco zixi^im^:^izm^. ?t>US 

^'n:^7'-b;H4v>^h-;U0.8g5:^»L7t^@7K=J:*D 

^' n * ;v t^-^Oit^BOmKmt90. 7%X. v ^' 

X'h-ytzo 

[0 10 2] ##flj2 7 
fb'&tiB 2.0 g . ^ibffi«& (e7K^bf:X«IS) 0.37 g 
20 i5 i l^ILK- i*' 3 - (ILK/^^ U n - ;u 
^ 75/25 (*;W%) . aa¥:^^7-l: 8,700. 
XHS) 3 .eg^rv^-Dnpt^v 12.75 ml . p« 5'/- 
^l' 2.25 ml fci 0^^0.1 36mL<^ia?SUjSl)DL. MiST* 

18"C ICpggt-CiSV^/^ 30mMftKSI&?^lJOO. 1 fil^i 

tf-;V7;l'3-;P;jc^}g 800 ml tff-iiAL. 5'- 
kf >a**$+-»}--Srffl>/\ 7,000 rpmT-0/WJi-7;l/ 

v3VtL/co c:<7)o/wxvji/->3 v*rSia-e3^ra 

iO «ffi^@<b?-<i-/^t*. Jt'C^^SIIS?rfflv^T3,000 

'C^^ii^=}TV\ imm^miTm\.fzo mm^Mz-^^ 

^' D * y-b;H4-7>^ h -;l'0.8g5-^»L)t||'if**JD 

^n*7'-fc^W4"^<7)'fb'$-tlB<^itA$l492.25{-C. v-f^' 
0 * >- h - <0^b'&t)B#l:l426. 6K 

Xh-ofzo 

[0 10 3] ##«ni2 8 
jb-§-»B 1.5 g . mtm.^ (fiTK-fb^X^IS) 0.278 g 

40 ij i y^iL^- 3 - ^uK^S'&i^ (IL^^^ >; 3 - jv 

K 75/25 (*;!'%) . SSf^it^^-^-g 10,500. 
*X^S?) 2.7g^vi>'nnp( 11.25 ml . ^ ^' / - 
;H.69 ml:teiy^K0.102mLOil?glCT^iinL. ^iST— 

w&tom^\^x^-ti:mmnfzo ^<r>mm^t> i 

';if-;l'7;W3-/l'7K^}e[ 800 ml (flCjiAL. 
va-i^^^^-'J— tfflv\ 7,000 rpmf 0/Wx-r;l'-> 
BVtLfJio -<r)0/Wxv;Wv3 v^^iaf3^Wa 

50 -fr. fiffi^H-fk^-fr/.:^, «'^^BHaS-fflv»-C3,000 rp 
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»i*«rffv\ mmmm^i^^uzo mm^fif^r-^^ f v-;w-7-*;u*->k at^B) 0.2 g tftsais 

n3!7y-t;Hiv>-h-;wo.8g«:^»fL.^^sl@**l)llx. "tK^O® (WTfe^PII^IS) 0.1 g tlL^-^^'; 3- 

TS^Mm. L T^* t L -C# tLf-o V ^ (IL^/ 5'- 3 - 75/25 (* 

n5!7 7'-t;K^'^<O<b-^^B<OitA!pl±88.05{T\ ■7^i'D %) . mi:¥*^i5-^l: 14,000, |^¥*^)45-?-fi4,200, * 

* 7'-t;i'/-7>- h -^i&**<oib-&feB-^Sl±25.4X-e i 4,090, ffijfeM^Ijt!?) 

^ofwo 1.5 g tUv^^nn^ 3 nL 0.9 mL 

10 10 4] ##^2 9 t t?^iDLTS?K5:?»/Co 7^' h;^.0.2 g tr^ibU^tD 

jfc-g^B 2 g , (STRfk^imiS) 0.3 ? g L-C^)SLT||/c^jKS:1^i6 15t; tcpggLTfcv^^c 

iJ i imffit- 'J 3 - (IL^i^ 'J 3 - ;p io 0. 1 Am '-K >j k*- ;p T n - 800 mL l-^ 

m. 75/25 , fift^J^^* 8,700, ft5fe*iE8l AL, ^-e>fi**5+-^-«rfflv\ 7,200 rpm-CO 

XfIS) 3. egSrv^'nn^ i'V 12.75 ml > pti'y /Wx-7;w v g v t L;to C:<00/Wxv;v v a > SrS 

-;P2.25 mli3J:tFS^^0.136inL<7)S«(l^int. giS-C iaT-3B#Httfl^LT v on^ ^ > t > y t»tit 

-BftSt^a^tTlil-^fc^lK^-lf/Co ^<7)|g?B[«:^4i) $Hi-T?Sffl5:@jb$-^?tm, ^-t-^mmM^^X 2,000 

isr tcpa5LTfc<.>fc 10inMftS?3EI&^lJIl0.1 EIX rfrnX-m^LfZo itlSrS0^@7KJ:^^f^, 

.i«';trx;i.T;l'3-;U7K^«[ 800 ml tj'H^AL, i'- 'b»mi:fT^\ mmm^^iTk^tfzo m^^fitz-^^ 

vr>a** 5^-9--irfflv\ 7,000 rpmT-O/Wxv;!/ ^' D*7'-b;H4i!'-l:<7)v>r. f-;vS:^^SL7ts5?^*5r 

V 3 > t Lfzo iO0/Wxv;u-> 3 > ^g£T-3^Pfl m^XW6m&. W-f^^^tX^Mt LXWhiXtZo 

rSffiSrH-fk^^fc^, «'^i5-BI«l«:fflv^T3,000 20 itIOJfcfe J;l^12J{-e*o/^o 

rpi«T-Ji«L/-:o >lKtSU^S7Ki::«-t!cm. $e>i;S [0 10 6] mm.mi 

'^^^5:1f<'\ iS^ai%^^a^t^-:o a*$ti.7t-7^ ^tt0!ll T-#t>*V7t-7-f ^'n:*7'-t;v 25 rog 0.1 mL 
5'n*7'-b;H4-7>xh-;uo.8g$:jt»L7t:SS*^:i)a <0^m^ (5 mg <0*;i/**+vj«^;H:;vn-;^-?- b 'J 
£-C?l^3^Rf*, 5|t*S<£«tTi&*t LXmHtz. >>A, 1 mg O^V V;i/'<- h 80, 50 mg <D-7>x ^- 
n*y-fe;i//-7>ih-;i/i&*tfJOfl:'&-!^B#ftl±26.25( 809 y h (Otl'SCJ^TU 23G ttWI+fig-^-Lf^o IS: 

[0 10 5] llifi^^l «:iS5;gL?to 'i-0*S**SH-3^1"o 

2-xh^v-l- [ [2'- (IH-T h7V*--'V- 5 * [*1] 

■7^i;ai]-f-t)V&^^Oy'jh&9i'P^^^^®S. (n=4) ^ 









21^ 


3i§^ 


it^m (ng/BL) 


170 


23S 


94 


4 


7^hX(ng/BL) 


313 


226 


155 


30 



[0 10 7] 

(B) iSjfliEfejiii, j(ii«i^Tii, ^msbL&^mm. t/t 

1SLttzii-m&^±<r>m'i^ti^§.^^i:>'tX^j:^:^^m<r> 



^ t ^) 'bjfiL^-f hmmm^^i^mwx-^ 
T-i-^L, 7!)-'o^<7)Wiiiimmimmx-^i,<r>x\ 

vVlliggifPfflisil/fjfiiaRTf^ffl, 3i^;^rn-;Hi; 

mm^^i<. ^^Ltzmmwmmmi)mwx^i>o 

50 fflo*»r=5fif<Oitglfi<j«rBBffl^a^;fftwJ:SJN<K<o^k 
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lt#-Jflil:»¥. Mm<0}gffiRlD, ii5r;i'K;^xn> 

^Aisss*. n&mm. 
gfjicM'fb^As umtmittn^. tmimi&ttz 



(43) 2003-113120 

84 

ifi^mmi') ^fi:«ai*«r <> /c t)1-o A II JttlillU 



(51)lnt.CI.^ m\U^ FI f-ri-h*(##) 



A 6 1 K 31/403 


A 6 1 K 31/403 


31/404 


31/404 


31/4152 


31/4152 


31/4178 


31/4178 


31/4184 


31/4184 


31/4245 


31/4245 


31/4422 


31/4422 


31/4439 


31/4439 


31/455 


31/455 


31/4709 


31/4709 


31/496 


31/496 


31/519 


31/519 


31/55 


31/55 


31/551 


31/551 


31/554 


31/554 


31/565 


31/565 


31/585 


31/585 


31/60 


31/60 


31/727 


31/727 


38/00 


39/395 


39/395 


47/30 



(44) 



2003-113120 



47/30 47/34 

47/34 A 6 1 P 3/06 

A 6 1 P 3/06 3/10 

3/10 5/00 

5/00 7/02 

7/02 9/00 

9/00 9/12 

9/12 35/00 

35/00 A 6 1 K 37/02 

(72)^^^ S» F^-A(##) 4C076 Mil BBll CC09 ecu CC12 

i<m&mm&mmmm.^5^B^3m cci4 cc2i cc27 cc3o ee24a 

<7) 6 f^32 

4C084 AA02 AA03 AA20 AA24 BAOl 
BA08 BA17 BA23 MA02 MA05 
MA66 NA05 NA12 ZA361 
ZA421 ZA541 ZB261 ZC031 
ZC331 ZC351 ZC751 
4C085 AA35 EE03 GGOl 
4C086 AAOl AA02 BA07 BA13 BC16 
BC19 BC26 BC28 BC38 BC50 
BC62 BC71 BC82 BC91 CB09 
CBll DA09 DA13 DA17 EA27 
GA04 6A07 GA09 GAll MA02 
MA03 MA04 MA05 MAI 7 MASS 
NA05 NA14 ZA36 ZA42 ZA54 
ZB26 ZC03 ZC33 ZC35 ZC75 
4C206 AAOl AA02 DB03 DB25 DB43 
DB56 FA19 MA02 MA03 MA04 
MA05 MA37 MA86 NA05 NA14 
ZA36 ZA42 ZA54 ZB26 ZC03 
ZC33 ZC35 ZC75 



